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426. Health Conditions in Non-traditional Housing 
B. R. Nisspet. Medical Officer [Med. Offr| 83, 79-80, 
Feb. 25, 1950. 1 fig. 


An investigation into the relative well-being of the 
tenants of non-traditional and traditional houses 
was carried out in Kilmarnock. The non-traditional 
houses were of two types, one being a prefabricated 
bungalow and the other a three-apartment type with 
flat roof and stone floors, the traditional type of house 
having pitched roof and wooden floors. 

As a result of inquiries into the health during the pre- 
vious 12 months of a number of comparable families 
living in each type of house and of the householders’ 
invited criticisms in respect of dampness, coldness, and 
structural defects the following conclusions were reached: 
(1) The two types of non-traditional house investigated 
do not appear suitable for re-housing families with ill- 
health. They would appear to be specially unsuitable 
for persons suffering from pulmonary tuberculosis and 
rheumatism, and the prefabricated type does not appear 
suitable for cases of asthma. It is suggested that they 
should be used for temporary housing only, and that after 
a family has been in such a house for a certain. period, 
say, 2 or 3 years, they should, if they so wish, be con- 
sidered a high priority for a move to a traditional type. 
(2) Much criticism was encountered in respect of 
bedrooms without a fireplace, especially where such 
bedrooms faced north. (3) Some consideration should 
be given to converting the prefabricated bungalow into 
a more permanent form. They are good shells and, if 
some practical way could be found of surrounding them 
with brick, they might prove wellnigh ideal houses. At 


‘present, in the Western Scottish climate with its high 


humidity, the insulation is insufficient. 
A. Michael Critchley 


427. Control of Whooping-cough in Nurseries 
G. E. Breen, B. BENJAMIN, and A. Beck. Lancet 
[Lancet] 1, 198-200, Feb. 4, 1950. 22 refs. 


In order to reduce the incidence of whooping-cough in 
7 London residential nurseries comparative trials were 
arranged of: (a) combined alum-precipitated pertussis 
vaccine and alum-precipitated diphtheria toxoid (vaccine 
A) and (6) diphtheria A.P.T. alone (vaccine B). 
Children were excluded who had already contracted 
whooping-cough or who had previously been immunized 
against this infection. 

The remaining children were divided into 4 age groups: 
3 to 6 months, 6 to 12 months, 12 to 18 months, and 18 to 

M—I 


24 months. Vaccines A and B respectively were given to 
alternate children within these groups. A total of 181 
children received vaccine A and 156 children vaccine B, 
each in three doses of 0-5 ml., 0-5 ml., and 1 ml. at 
4-weekly intervals. The average period of observation 
ranged from 92 to 281 days after the last injection. 
In at least 71% of the children there was no local or 
general reaction to any of the 3 injections. 

None of the 181 children given the full course of 
pertussis vaccine contracted whooping-cough, while 
10 cases of whooping-cough occurred in the control 
group. The probability that the incidence of infection 
in the control group was due to chance is less than 
0-001. This provides strong evidence that alum- 
precipitated whooping-cough vaccine, as used in this test 
in combination with A.P.T. diphtheria prophylactic, 
gives protection against infection. 

The antigenic potency of the vaccine was confirmed by 
complement-fixation tests on random samples of patients 
inoculated with either vaccine A or B. Positive 
reactions to significant titres were observed in 89% of the 
children given vaccine A while similar reactions occurred 
in a small number of children injected with vaccine B. 
In the former group the titres tended to fall off in time 
after the final dose was given, whereas in the latter group 
the titres remained constant. It is stressed, however, that 
the presence of complement-fixing antibodies is not an 
indication of the presence of protective antibodies. 

K. S. Zinnemann 


428. Diabetic Mortality in Australia 

H. O. LANCASTER and J. K. Mappox. Medical Journal 
of Australia [Med. J. Aust.] 1, 317-322, March 11, 1950. 
3 figs., 10 refs. 


A general review is given of the official statistics of 
mortality from diabetes in Australia in the period 1908 
to 1945. In an examination of the method of coding 
death certificates it is pointed out that the system adopted 
in Australia means that the official statistics give a 
minimum estimate of the number of persons dying 
with diabetes but not necessarily “* of diabetes 

Age and sex specific mortality rates are given for the 
following groupings of years: 1908-10, 1911-20, 
1921-30; 1931-40, 1941-45. It is shown that diabetes is 
of increasing importance as a cause of death, particularly 
among older females. There was a lag in the reduction 
of mortality in the younger age groups after the introduc- 
tion of insulin in 1923 and it is suggested that this new 
therapy may have been introduced rather slowly in 
Australia. Standardized death rates show that there has 
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been little change in male mortality but a definite rise in 
female mortality. The existing rates suggest that about 
1-15% of males and 2-89% of females die ** with diabetes ”’ 
in Australia. Comparison with the statistics of other 
countries suggests that mortality from diabetes is high in 
Australia, being exceeded only by that in the United 
States and New Zealand. A. H. Gale 


429. Scarlet Fever Outbreak in Lanarkshire Associated 
with an Ice-cream Café 

A. G. Reexte. Medical Officer [Med. Offr] 83, 109-110, 
March 18, 1950. 


In June, 1948, the incidence of scarlet fever in Lanark- 
shire was tending to rise, as it was in the rest of Scotland, 
but the notification from the Upper Ward area of 
11 cases on the 14th and of 17 cases on the 15th gave 
clear indication of an explosive outbreak warranting 
special investigation. All the patients had attended the 
Lanimer Day celebrations in Lanark on June 10th and 
all had eaten ice cream at the same café. The number 
of those affected who gave the same history rose ulti- 
mately to 93. One waitress on the staff of the café was 
found (on June 15th) to have a raised temperature and 
complained of sore throat; another, who had been away 
from work from May 24th to 26th with a sore throat but 
who had returned on the 27th, was desquamating and had 
a discharging nese; a third member of the staff was 
found to be desquamating and had a severe nasal dis- 
charge with excoriation and crusting; two others had 
gone home, one on the 12th and the other on the 17th, 
suffering from follicular tonsillitis, while another deve- 
loped a sore throat 2 days after leaving the café. The 
café was closed for disinfection of the premises and 
treatment of the utensils. On its re-opening, only those 
members of the staff who had been well and who had 
negative nose and throat swabs were allowed to return. 
No further cases occurred. 

Meanwhile, 3 cases of scarlet fever occurred among 
those working on dairy farms in the county and it was 
clear that there was a high incidence of sore throats in the 
district. Examination of the staff of all the 498 registered 
dairy farms in the Upper Ward area was therefore 
undertaken, and led to the detection of illness, mostly 
tonsillitis, at 14 farms. Arrangements were made for 
the milk from all the affected farms to be pasteurized, 
unless this was already being done, and the efficiency of 
pasteurizing plants was checked. No case of scarlet 
fever was notified in which the patient appeared to have 
contracted infection by consumption of milk. A number 
of other cases of scarlet fever occurred in nearby localities 
about this time, which appeared to have no connexion 
with those of this outbreak. 

The organisms isolated from the nasal discharge of 
the waitresses and of a number of the patients who had 
visited the café were all of the same type, which was in 
contrast to the findings in patients suffering from scarlet 
fever who had had no contact with the café, from whom 
5 different types were isolated. Although no pathogenic 
Organisms could be found in specimens of ice cream at the 
time of inspecting the café, 5 days after the probable date 
of infection, the explosive nature of the outbreak, the 


detection among staff at the café of multiple potential 
sources of infection and the identity of the type of 
streptococcus found with that isolated from secondary 
cases, and the cessation of the outbreak on taking steps 
to prevent further infection by the same route justify the 
conclusion that the outbreak was due to the consumption 
of contaminated ice cream. Caryl Thomas 


430. Reinfection of Indonesia with Smallpox. (De 
herbesmetting van Indonesié met pokken) 

R. Gispen. Nederlandsch Tijdschrift voor Geneeskunde 
[Ned. Tijdschr. Geneesk.| 93, 3686-3695, Oct. 29, 1949, 
2 figs., 3 refs. 


Before 1942 the Indonesian archipelago was one of the 
regions best protected against the importation of small- 
pox. Vaccination by Terburgh’s system, that is, vaccina- 
tion of all infants and revaccination of adults at regular 
intervals of 7 to 10 years, was sufficient to keep the 
islands free from epidemics. Vaccination was performed 
by skilled native vaccinators in regular tours throughout 
the district. Fluid and dried vaccine proved to be very 
effective. Since the occupation by the Japanese the 
public health service has been upset and vaccination 
neglected. Import of smallpox from Malacca and Siam 
in the middle of 1947 caused several small epidemics in 
the Riouw archipelago and in parts of Sumatra, which 
were brought under control within a short time. At the 
beginning of 1949 the first case of smallpox was discovered 
near Djacarta. The disease had already gained a 
footing and spread quickly in the too-densely populated 


town and surroundings. Isolation of suspected cases and’ 


mass vaccination failed to stop spread because of the 
resistance of a part of the native population, who hid the 
patients and evaded vaccination. Hospital accommoda- 
tion was insufficient and mass vaccination at the beginning 
was performed too rapidly, there being a lack of suffi- 
ciently skilled vaccinators. During the half year ending 
in June 5,072 cases were registered, of which 4,717 were 
admitted to hospital. Among these 587 were fatal. 
Many patients with mild attacks escaped observation and 
moved about freely. During July, 1949, the epidemic 
remained stationary, but spread eastward in the island of 
Java. Vaccination, and revaccination within 1 to 2 years, 
will be necessary to control the disease, which has now 
become endemic, whilst a close co-operation between all 
parts of the United States of Indonesia will be required. 
H. Vervoort (Excerpta Medica) 


431. Poliomyelitis in Cornwall in 1949 
E. R. HARGREAVES. British Medical Journal (Brit. med. 
J.J] 1, 879-883, April 15, 1950. 5 figs., 19 refs. 


This factual account of poliomyelitis incidence and 
distribution in the Cornish peninsula provides a valuable 
record and an example which might well be imitated in 
other counties. It brings out in a striking way the 
surprising localization of the infection and the peripheral 
spread traceable, with few exceptions, to contacts. There 
are even circumstances suggesting that all cases of 
poliomyelitis in the County of Cornwall could be traced 
back to the original outbreak in the village of Illogan 
which, apart from Newhaven in Sussex, provided the 


3 

first 

the 

194 

in | 

con 

outl 

ing 

chil 

| app 

abri 

wat 

| non 

| T 

mye 

The 

| Fov 

| 110 

‘isa 

in | 

in | 

| 432. 

| Hur 

| plain 

H. | 

Rev 

Feb 

T 

a gi 

expr 

| com 

of p 

tion 

con 

con: 

wea 

ptys 

freq 

brac 

imn 

OXy; 

dete 

One 

judg 

the 

sem 

rest 

resp 

sign 

tion 

Si 

fron 

imp 

incr 

mer 

j 


INDUSTRIAL MEDICINE 115 


first multiple-case outbreak in England and Wales during 
the year. Although the areas most heavily attacked in 
1949 were among those which had escaped the disease 
in 1947, the author [very properly] does not draw any 
conclusions or suggest that immunity from the 1947 
outbreak influenced the incidence in 1949. One interest- 
ing feature was the occurrence of 56% of the cases in 
children under 5 at Illogan compared with 52% in those 
over 14 at Truro where a severe outbreak of infection 
appeared in September and ended suddenly. This 
abrupt cessation followed hyperchlorination of the city’s 
water supply, in which at the time there was evidence of 
non-specific contamination. 

The evidence in favour of intestinal spread of polio- 
myelitis is discussed in general terms and in relation to the 
four main centres of infection in Cornwall during the year. 
These centres were Camborne—Redruth, Penzance, 
Fowey, and Truro. The incidence in the whole county, 
110 cases, was 0-3 per thousand of the population. This 
js a little less than double the rate for England and Wales 
in 1947 and still greater than that for the whole country 
in 1949, W. H. Bradley 


INDUSTRIAL MEDICINE 


432. Studies on the Respiratory Gas Exchange in One 
Hundred Anthracite Coal Miners with Pulmonary Com- 
plaints 

H. L. Motiey, L. P. LANG, and B. GoRDON. American 
Review of Tuberculosis [Amer. Rev. Tuberc.] 61, 201-225, 
Feb., 1950. 11 figs., 20 refs. 


The authors studied the respiratory gas exchange in 
a group of 100 men, all of whom had a long history of 
exposure to dust in anthracite mines and all of whom 
complained of pulmonary symptoms: except that cases 
of proved pulmonary tuberculosis, cardiac decompensa- 
tion, carcinoma of the lung, and other disabling medical 
conditions were rejected, they formed an unselected 
consecutive series. Dyspnoea, cough, expectoration, 
weakness, loss of weight, pain in the chest, and haemo- 
ptysis were the major symptoms, in that order of 
frequency. Samples of blood were obtained from the 
brachial artery in each case during rest and again 
immediately -after a simple stepping-up exercise: the 
oxygen and carbon-dioxide content of these samples was 
determined, as well as that in the inspired and expired air. 
One-third of the men had no significant emphysema as 
judged by the relation of-the volume of residual air to 
the total lung volume: one-third had advanced emphy- 
sema. The oxygen saturation of the arterial blood at 
rest bore little relation to the degree of impairment of 
respiratory function, but exercise commonly resulted in a 
Significant decrease which, on the whole, was propor- 
tional to the degree of emphysema present. 

Several factors are concerned in the disability resulting 
from anthraco-silicosis, the commonest and most 
important of which is unequal alveolar ventilation; 
increased difficulty of diffusion across the alveolar 
membrane seems to play only a minor or occasional 
part. Polycythaemia or a raised level of haemoglobin 


are rare findings even in the presence of advanced 
emphysema, reduced ventilatory capacity, arterial oxygen 
unsaturation, and marked dyspnoea on exertion. 

The authors conclude that an accurate evaluation of 


‘the degree of impairment of pulmonary function requires 


measurements of ventilation efficiency, residual air, and 
oxygen uptake from the inspired air, and examination of 
arterial blood during rest and exercise. In some cases 
measurements of the pulmonary circulation are necessary. 
Because of the wide individual variations found in these 
determinations, no single test can be used for the satis- 
factory appraisal of disability. H. E. Harding 


433. Diffuse Pulmonary Granulomatosis in Young 
Women Following Exposure to Beryllium Compounds in 
the Manufacture of Radio Tubes. Report of Five Cases 
P. SLtavin. American Review of Tuberculosis [Amer. 
Rey. Tuberc.| 60, 755-772, Dec., 1949. 19 figs., 6 refs. 


Five cases of chronic lung disease in young women are 
fully reported. All had been exposed to beryllium- 
containing dust while working in radio-valve factories. 
The illness had an insidious onset, the chief symptoms 
being dyspnoea and cough; it ran a progressive course 
with no remissions. Radiography revealed miliary and 
discrete nodules and “* connective tissue infiltrates ”’, with 
calcification late in the disease. Multiple bleb formation 
was seen in all cases, and a cavity was present in one case. 
Spontaneous pneumothorax occurred in 2 cases. Micro- ° 
scopical examination of the lung granulomata showed a 
picture similar to that of sarcoidosis, with giant cells and 
concentrically arranged fibrous tissue which sometimes 
underwent hyaline change; there was no caseation. 
Unlike the condition in silicosis, massive conglomeration 
did not occur. ; 

Two of the 5 patients were dead at the time of the 
report 24 and 2 years respectively after the first symptoms; 
in one the symptoms had developed 3 years after the 
exposure to beryllium dust, which had been for 3 months 
only. The patients who survive have had symptoms for 
from 15 months to 10 years. L. M. Franklin 


434. Ulcerative Lesions in Cement Workers. (Aport- 
acion al conocimiento de las lesiones ulcerosas por 
cemento) 

J. M. Tome Bona. Actas Dermo-sifiliograficas [Actas 
dermo-sif.| 41, 342-346, Jan., 1950. 9 figs. 


435. The Cardiovascular System in __ Silicosis. 
(L’apparato cardiovascolare nella silicosi) 

S. Caccurt and T. Sessa. Rassegna Medica di Infor- 
tunistica e Patologia del Lavoro [Rass. med. Infortun. 
Pat. Lav.] 2, 865-902, Nov.—Dec., 1949. 4 figs., biblio- 
graphy. 


436. Devices for the Protection of the Worker Against 
Injury and Disease. Part I and II 

D. Hunter. British Medical Journal [Brit. med. J.] 
1, 450-454, and 506-512, Feb. 25, 1950, and March 4, 
1950. 11 figs., 14 refs. 


Genetics 


437. Genetics of Atherosclerosis. Studies of Families 
with Xanthoma and Unselected Patients with Coronary 
Artery Disease Under the Age of Fifty Years 

D. ADLERSBERG, A. D. Parets, and E. P. Boas. Journal 
of the American Medical Association [J. Amer. med. Ass.} 
141, 246-254, Sept. 24, 1949. 13 figs., 27 refs. 


On the basis of a study of a considerable number of 
families and isolated cases, the authors conclude that 
the common basis of most cases of coronary athero- 
sclerosis in patients below the age of 50 years may be an 
inherited disturbance of the cholesterol metabolism 
which manifests itself in an elevated blood cholesterol 
level (above 300 mg. per 100 ml. of blood). Familial 
xanthomatosis is the severest form of this inherited 
disturbance. Xanthelasma and arcus corneae are other 
stigmata of the same condition, while hypertension does 
not seem to form part of the disease. [The suggestion 
that the condition is inherited as a semi-dominant 
character with irregular manifestation appears plausible. 
On the other hand, the identification of the more severe 
clinical pictures With homozygotes and the less severe 
(and subclinical) cases with heterozygotes for the gene in 
question would require a much firmer genetic basis 
than that presented by the authors.] H. Griineberg 


438. Hereditary Factors in Infantile Progressive 
Muscular Atrophy. Study of One Hundred and Twelve 
Cases in Seventy Families 

S. BRANDT. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 78, 226-236, Aug., 1949. 5 figs., 
19 refs. 

A study of 112 cases of Werdnig—Hoffmann’s disease 
among the siblings of 70 families serves to show the 
extremely complicated genetic factors at work. It 
would appear that recessive inheritance is a likely cause 
and the high consanguinity rate (8 times higher than in a 
control group) favours this theory. However, some 
families showed incomplete dominance. Variations in 
the course and severity of the disease were frequent as 
between families, but most unusual in any given family. 
This, the author concludes, suggests the existence of 2 or 
more co-acting genes. W. F. Gaisford 


439. The Incidence of Parental Consanguinity in 
Diabetes Mellitus - 

H. Harris. Annals of Eugenics [Ann. Eugen., Camb.) 14, 
293-300, June, 1949. 8 refs. 


The incidence of consanguineous marriages amongst 
the parents of a series of diabetics was found to be 
higher than the normal. This, however, was confined 
to those developing the disease relatively early in life. 
In 505 subjects whose age at the time of onset was under 
30 there were 10 instances of parental consanguinity of 
all degrees compared with an expectation of 3-6. The 
difference is significant. On the other hand, among 
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those over 30 at the time of onset the observed and 
expected figures were almost identical. It is concluded 
that there are genetical differences between diabetes of 
early and of late onset and that the former may be 
determined by one or more recessive genes. 

J. A. Fraser Roberts 


440. Is Susceptibility to Peptic Ulcer Inherited? The 
Occurrence of Ulcer in Identical Twins 

A. C. Ivy and F. T. FLoop. Gastroenterology [Gastro- 
enterology] 14, 375-381, March, 1950. 16 refs. 


The authors present a pedigree which shows a high 
incidence of peptic ulcer in a family of 8 children, 
6 boys (including monozygous twins) and 2 girls. The 
father had a duodenal ulcer, as had also 3 brothers of 
the twins; a further brother and sister probably had 
duodenal ulcer. Hence in this family of 8 children 3 of 
the children had proven ulcers and 2 others probable 
ulcers. The question therefore arises, could 5 cases of 
ulcer occur by chance among 8 siblings? If a general 
incidence of 5% for peptic ulcer is used, only one family 
in several million 8-children families will have 5 children 
with peptic ulcer, and only 12 of the one million 8-children 
families in the United States will have 3 children with 
ulcer. If these calculations be accepted, then it would 
seem that factors other than chance, possibly heredity, 
were operating in the case of this family. 

F. A. E. Crew 


441. The Inheritance of Sickle Cell Anemia 
J. V. NEEL. Science [Science] 110, 64—66, July 15, 1949. 
16 refs. 


The blood of both parents of 13 persons suffering from 
sickle-cell anaemia and of one of the parents of 16 others 
was examined for sickling. All these parents showed the 
sickle-cell trait. This strongly supports the hypothesis 
that a dominant gene is responsible which in heterozy- 
gotes gives rise to sickling and in homozygotes to 
sickle-cell anaemia. A small proportion of heterozygotes 
may also develop anaemia. ~ J. A. Fraser Roberts 


442. The Genetics of the Sickle-cell Trait in a Bantu 
Tribe 

E. A. Beer. Annals of [Ann. Eugen., Camb.) 
14, 279-284, June, 1949. 17 refs. 


Of 308 children, aged 6 to 18 years, of a pure-stock 
Bantu tribe, the sickle-cell trait was found to be present 
in 13-6%. Family studies showed that the trait behaves 
as a Mendelian dominant. It is suggested that sickle- 
cell anaemia occurs in the homozygotes only. 

J..A. Fraser Roberts 


443. Present Status of the Rh-Hr Blood Types 
A. S. WiENER. British Medical Journal [Brit. med. J.) 
1, 813-814, April 8, 1950. 8 refs. 


444. 
les I 
E.V 
schr 
195( 
O 
with 
the 
grea 
| 
| ada 
grot 
belc 
4,00 
j whi 
the 
She! 
dysy 
cont 
expr 
445. 
Indi 
E. 
[Lar 
It 
; dow 
haet 
the 
stab 
Ir 
| wer 
for 
leve 
tion 
falle 
they 
sligl 
for 
for 
hae: 
haet 
leve 
in 
hae: 
the 
1,20 
Tedi 
tion 
plas 
whi 
2 he 
ove! 
Secc 
elen 
|| 


a 


Physiology and Biochemistry 


444. The Pulse Rate at High Altitudes. (Le pouls dans 
les hautes altitudes) 

E. Wyss-DUNANT. Schweizerische Medizinische Wochen- 
schrift (Schweiz. med. Wschr.] 80, 224-227, March 4, 
1950. 16 refs. 


Observations were made on the variation of pulse rate 
with altitude in members of the 1949 Swiss expedition to 
the Himalaya mountains. The curves obtained differed 
greatly from individual to individual and were a fair 
indication of physiological adaptation The highest 
adaptation was seen in the Europeans in the 30 to 40 age 
group, in whom no change in the cardiac rate occurred 
below 4,000 m. of altitude. At high altitudes, between 
4,000 and 5,000 m., there was acceleration of the pulse, 
which was more marked in the Sherpas, inhabitants of 
the Himalayas serving as porters to the expedition. The 
Sherpas, being used to high altitudes, did not suffer from 
dyspnoea or fainting attacks. On the whole, the results 
confirmed the previous findings of British Himalaya 
expeditions. A. I. Suchett-Kaye 


445. The Effect of Rest in Bed on Plasma Volume as 
Indicated by Hemoglobin and Hematocrit Levels 

E. M. Wippowson and R. A. McCance. Lancet 
[Lancet] 1, 539-540, March 25, 1950. 6 refs. 


It is known that the change from standing up to lying ~ 


down produces within 2 hours a fall in serum protein and 
haemoglobin levels, and that the reverse change produces 
the reverse effect. Do the values then reached remain 
stable until posture is altered once more ? 

In the present investigation 10 normal men and women 
were kept lying in bed, with not more than 2 pillows, 
for 3 days; determinations were made of haemoglobin 
level, haematocrit value, and serum protein concentra- 
tion. It was found that within 2 hours the levels had 
fallen in the expected way; by the end of 3 days, however, 
they had risen again, and most values were then even 
slightly above their original level. The average values 
for 8 subjects as determined on admission, after resting 
for 2 hours, and after resting for 3 days were, respectively: 
haemoglobin 14-1 g., 13-4 g., and 14-4 g. per 100 ml.; 
haematocrit 44-7%, 42°6%, and 45-4°%; serum protein 
level 7-58 g., 7°10 g., and 7:22 g. per 100 ml.; the changes 
in the level of serum protein were less than those in the 
haemoglobin and haematocrit values and not always in 
the same direction. The diuretic effect of a test dose of 
1,200 ml. of water was found to be neither increased nor 
reduced by 3 days’ rest in bed. Assuming that the altera- 
tions in these values are related to changes in blood 
plasma volume, it remains to explain why the plasma, 
which appears to increase in volume during the first 
2 hours of recumbency, should then decrease in volume 
over the next 3 days. The authors suggest that this 
secondary rise in the concentration of the circulating 
elements may be the result of inactivity rather than 
fecumbency. . Joseph Parness 


446. Investigations into the Origin of Thromboplastin. 
[In English] 

M. HorAnyt. Acta Medica Scandinavica [Acta med. 
scand.] 134, 448-453, 1949. 18 refs. 


The amount of euglobulin in the blood depends on the 
extent of disintegration of platelets. Native serum 
diluted with distilled water is often less opalescent than 
serum from whole blood equally diluted. Measurements 
by nephelometric methods showed that serum contained 
more euglobulin than plasma. When there is more 
euglobulin there is also more thrombin, and therefore 
also more thrombokinase. It is concluded, therefore, 
that platelets are probably the only source of throm- 
bokinase. E. Neumark 


447. Nature of Pyrogen Fever: Effect of Environmental 
Temperature on Response to Typhoid-Paratyphoid Vaccine 
R. GRANT. American Journal of Physiology [Amer. J. 
Physiol.] 159, 511-524, Oct.—Dec., 1949. 5 figs., 19 refs. 


Rabbits were injected either with typhoid—paratyphoid 
vaccine or with “ pyrexin”’, prepared from aseptic 
pleural exudate, while their environment was maintained 
at a steady temperature—hot (32-35° C.), moderate 
(18-31° C.), or cold to +7°C.). Insome of this last 
group of experiments the animals were shorn in addition. 
In the animals which were kept at a moderate temperature 
the rectal temperature rose from 39° C. to 41° C. in the 
first hour, remained steady for the second, and rose 
further (to about 42° C.) in the third; _ this was followed 
by defervescence. The fever was chiefly due to restric- 
tion of heat loss, as oxygen consumption was only slightly 
increased and there was little perceptible shivering. 
Exposure to cold, however, caused strong shivering in 
the rabbit, with a corresponding increase in oxygen 
consumption. 

It is argued that shivering, though promoting a rapid 
rise in temperature, is not an essential part of the febrile 
reaction. The heat-loss mechanism is readjusted very 
quickly after the injection of pyrogen, the thermal 
threshold being raised by 1-5° to 2°C. within a few 
minutes of onset of febrile reactions. ~The slight increase 
in metabolism that occurs without shivering in the 
rabbit after injection of pyrogen was unaffected by 
differences in the environmental temperature, and is 
probably due to stimulation of tissues not concerned in 
the normal defence against cold. In the animals exposed 
to cold, oxygen consumption fell sharply about an hour 
after pyrogen injection owing to the cessation of shiver- 
ing, which occurred in animals whose temperature was 
still below normal and which the author considers to be 
due to central action. Such inhibition of shivering, 
occurring,in animals given pyrogen whose body tem- 
perature is subnormal owing to exposure to cold, is 
contrary to the theory that the threshold of the heat- 
regulating centres is raised in fever; this theory can apply 
therefore to some only of the aspects of the fever caused 
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by pyrogens. There is no good evidence that these 
substances do in fact affect the hypothalamus: there is, 
on the other hand, evidence that they may produce their 
effects by acting on motor mechanisms in the brain stem. 
The action of pyrexin was exactly the same as that of the 
vaccine, thus excluding the possibility that some of the 
action of the latter might be due to contaminants rather 
than to the pyrogens themselves. 
Reginald St. A. Heathcote 


448. Cortical Inhibition of Gastric Motility 

B. P. BABKIN and T. J. SPEAKMAN. Journal of Neuro- 
physiology [J. Neurophysiol.] 13, 55-63, Jan., 1950. 
3 figs., 36 refs. 


Two cortical areas were found from which, in the dog 
under light chloralose and urethane anaesthesia, electrical 
stimulation affected gastric motility: (1) the insular- 
orbitalarea, which includes the anterior end of the anterior 
Sylvian gyrus, the anterior end of the anterior ectosylvian 
gyrus, the posterior angle of the frontal lobe between 
the presylvian sulcus and the anterior rhinal sulcus 
(orbital gyrus), and the adjacent portion of the olfactory 
tract; (2) a small area on the anterior cingulate gyrus 
anterior and inferior to the genu of the corpus callosum. 
Inhibition of pyloric antral motility occurred from (1) 
and the sub-genual portion of the anterior cingulate 
gyrus. Antral motility could not be increased by 
stimulation of any area of the exposed cortex. The 
phylogenetic relation of part of the orbital cortex in the 
dog to the island of Reil in man is discussed. 

A. Schweitzer 


449. Effect upon Blood Pressure of Electrical Stimula- 
tion of Tips of Temporal Lobes in Man 

W. P. CHapman, K. E. LivinGcston, and J. L. Popren. 
Journal of Neurophysiology (J. Neurophysiol.) 13, 65-71, 
Jan., 1950. 3 figs., 12 refs. 


Electrical stimulation of the tips of the temporal lobes 
in a patient under thiopentone anaesthesia with square- 
wave stimuli (10 cycles a second, pulse duration 10 milli- 
seconds, 5 to 20 volts), produced significant blood- 
pressure changes. The maximum rise in systolic pressure 
was 63 mm., that in diastolic pressure 41 mm. Hg. 
Pressures were measured with a Hamilton intra-arterial 
manometer. It is suggested that the responses are 
mediated through pathways connecting the temporal 
lobes with the hypothalamic nuclei. A. Schweitzer 


450. The Effect of Alcohol Upon Olfactory Acuity and 
the Sensation Complex of Appetite and Satiety 

N. R. MarGuwies, D. L. Irvin, and F. R. Goerzv. 
Permanente Foundation Medical Bulletin [Permanente 
Fdn med. Bull.| 8, 1-8, Jan., 1950. 1 fig., 12 refs. 


It has been shown that olfactory acuity is increased 
before a meal and reduced afterwards. The effect of 
alcohol on the appetite mechanism was therefore studied 
by measuring the olfactory threshold quantitatively 
before and after meals and/or, ingestion of alcohol. 
The principle of measurement consisted of injecting 
known volumes of air with an odour of coffee into the 
subject’s nose and determining the minimum amount 


of air provoking an olfactory sensation. Subjective 
measurements of appetite, hunger, and satiety were also 
made. Alcohol (75 ml. of 12% soln.) taken alone raised 
the olfactory threshold and constantly produced a sensa- 
tion of satiety. The assumed ability of alcoholic drinks 
to increase appetite must therefore depend on the action 
of ingredients other than alcohol. S. S. B. Gilder 


451. The Radiological Picture of Swallowing when the 
Swallowing Reflex is Evoked Outside the Pharynx. (Das 
Schluckbild bei Auslésung des Schluckreflexes ausser- 
halb des Rachenraumes) 

M. Daum. Fortschritte auf dem Gebiete der Réntgen- 
strahlen (Fortschr. Réntgenstr.] 72, 181-189, Dec., 1949, 
4 figs., 15 refs. 


The mechanism of reflex swallowing excited by stimula- 
tion of the skin of the face was compared with that of 
natural swallowing by means of kymographic studies. 
The movements of swallowing in the former case were 
found to be more irregular than in the latter. The 
author agrees with Ebbecke that this is due to the dif- 
ference in the form of excitation and differences in ex- 
citability. After application of 2°, “ pantocaine”’ to the 
pharynx important muscular contractions, previously 
observed, were lacking on normal swallowing, but 
different muscular groups were involved at subsequent 
examinations of the same person. A normal swallowing 
reflex could, however, still be elicited from the facial 
skin. A. Orley 


NUTRITION AND DIGESTION 


452. The Amino-acid Requirements of Man. I. The 
Role of Valine and Methionine 

W. C. Ross, J. E. JOHNSON, and W. J. Haines. Journal 
of Biological Chemistry [J. biol. Chem.] 182, 541-556, 
Feb., 1950. 2 figs., 31 refs. 


It has been shown that ten amino-acids (valine, leucine, 
isoleucine, threonine, methionine, phenylalanine, trypto- 
phan, lysine, histidine, and arginine) are essential dietary 
components for the growing rat. In the Noyes Labora- 
tory of Chemistry, Illinois, experiments have been in 
progress since 1942 on the amino-acid requirements of 
man. In the present paper, the results of taking a diet 
containing only the ten amino-acids listed above, and of 
withdrawal of valine and methionine, are described. 

The subjects were adult male biochemists who received 
a diet of amino-acids, corn-starch, sucrose, purified 
butter fat, corn oil, cod-liver oil, inorganic salts, centri- 
fuged lemon juice, * cellu *’ flour, and a vitamin mixture. 
The purified amino-acids furnished about 95% of the 
nitrogen intake, and the state of nitrogen balance served 
as the criterion of adequacy or inadequacy of rations. 
After nitrogen equilibrium had been established single 
amino-acids were removed from the ration one at a time, 
the total nitrogen intake being kept constant by propor- 
tionate increases in the others. The proportions of 
the individual amino-acids were calculated from those 
giving maximum growth in the rat,an exception, however, 
being made in the case of tryptophan and arginine, of 
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which larger amounts were allowed for the human diet 
(this increase was later shown to be unnecessary). 

In experiments in which amino-acids were used to 
replace proteins it was found that high calorie intakes 
were needed to maintain nitrogen balance. 

For studies of valine and methionine deficiency two 
young men served as subjects. The first subject was in 
slightly positive nitrogen balance after 8 days on all 10 
amino-acids. Valine was removed from the diet for 
4 days, during which nitrogen balance became pro- 
gressively more negative. When valine was restored to 
the dict the position was promptly reversed. Methionine 
was then excluded for 6 days and the balance again 
became negative, though not to such a degree as with 
valine deprivation. Restoration of methionine to the 
diet changed the balance to a positive one. In the 
second subject, the effects of valine and methionine 
deprivation were equally clear. No _ characteristic 
symptoms appeared during deprivation, but both men 
complained of profound loss of appetite, a sensation of 
extreme fatigue, and increase in nervous irritability. 
These symptoms, which were somewhat more pronounced 
with valine deprivation, disappeared usually within 24 
hours of restoration to the full diet. 

Thus valine and methionine have been shown to be 
indispensable components of human diet. 

S. S. B. Gilder 


453. Comparison of Nutritive Value of Mineral- 
enriched Meat and Milk 

I. McQuarrie and M. R. ZieGLer. Pediatrics [Pedi- 
atrics) 5, 210-223, Feb., 1950. 4 figs., 27 refs. 


454. Relationship of Vitamin B, to the Metabolism of 
p-Amino Acids 
K. L. ARMSTRONG, G. Fe_potr, and H. A. Larpy. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N. Y¥.] 73, 159-163, Feb., 
1950. 11 refs. 


Vitamin B, is known to act as a coenzyme for the trans- 
amination of L-amino-acids. In some micro-organisms, 
however, the vitamin seems to be concerned in the 
metabolism of pb-amino-acids; for example, it can 
replace p-alanine in the growth of Lactobacillus casei 
and Streptococcus faecalis, and it promotes the synthesis 
of b-alanine by these organisms. 

Tests werg carried out to see if vitamin B, played any 
part in the metabolism of p-amino-acids in the rat. 
In the first experiments the activity of D-amino-acid 
oxidase in liver and kidney homogenate was studied by 
the Warburg technique. The activity of the enzyme was 
appreciably lower in vitamin-B,-deficient animals than 
in normal controls, but no different from that of 
pair-fed controls, When p-amino-acids were fed by 
stomach tube, there was an increased urinary excretion 
of nitrogen, the nitrogen utilization being about one-third 
of that of the controls. Feeding or injection of the 
deficient animals with the vitamin raised the nitrogen 
utilization to the same level as that of the control animals. 
With gastric supplements of the L-amino-acids, the 
depression of nitrogen utilization was appreciably less, so 


that there appears to be a specific relationship between 
vitamin Bg and p-amino-acid metabolism, J. Yudkin 


455. Retention of Riboflavin in Vegetables Preserved by 
Freezing 

F. O. vAN Duyneg, J. C. Wocre, and R. F. Owen. Food 
Research [Food Res.] 15, 53-61, Jan.—Feb., 1950. 13 
refs. 


The vegetables studied were peas (two varieties), snap 
beans (one variety, two diffetent crops), soy-beans (one 
variety), and spinach (two varieties). The mean values 
for riboflavin in the fresh raw vegetables, in pg. per 
100 g., were: peas 192 and 173, snap beans 128 and 122, 
soy-beans 267, and spinach 212 and 335. During the 
initial processes of blanching, cooling, and freezing for 
20 hours, the percentage losses of riboflavin were: peas 
22 and 10, snap beans 4 and 8, soy-beans 22, and 
spinach 45 and 30. No further loss occurred during at 
least 9 months of freezing. The effect of cooking on the 
amount of riboflavin was studied in the peas and snap 
beans frozen for up to 9 months; the total loss compared 
with the amount in fresh vegetables was about 35% with 
peas and about 25% with the snap beans. J. Yudkin 


456. Tissue Protein Studies in Normal and Under- 
nourished Males: The Changes in Total Circulating 
Protein after an Intravenous Saline Infusion as an Index 
of Protein Stores 

J. E. HArroun, C. J. SMytu, and S. Levey. Journal of 
Clinical Investigation [J. clin. Invest.] 29, 212-217, Feb., 
1950. 22 refs. 


The dynamic equilibrium postulated between plasma 
proteins and protein stores in body tissues was investi- 
gated by a simple and rapid method. In 6 normal and 
9 undernourished persons plasma volume and _ total 
circulating proteins, with the albumin and globulin 
fractions, were determined before and after intravenous 
infusion of | litre of physiological saline. In several cases 
the influence of re-feeding on the total circulating protein 
was again studied after relapse. Under the influence of 
the saline infusion there was a migration of protein either 
into, or out of, the circulatory system; the direction of 
migration depended on the presence or absence of tissue 
protein stores. In the well-nourished individual adequate 
protein stores are present and the direction is into the 
biood stream; in the undernourished, with depleted 
protein stores, proteins leave the circulation after saline 
infusion. It is emphasized that the intact liver cells and 
cellular membranes may be chiefly responsible for the 
different patterns demonstrated, but it is also pointed 
out that normal serum protein concentration might mask 
a poor nutritional state. The latter factor could: be 
eliminated by the method employed in these investiga- 
tions. The response to the saline infusion in normal 
subjects was characterized by an increase in plasma 
volume by an average of 440-7 ml. and an increase in 
total circulating protein by an average of 13-9 g., while 
in undernourished persons there was also an average 
increase of plasma volume of 169-9 ml., but the total 
circulating protein decreased on the average by 14-7 g. 

Z. A. Leitner 
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KIDNEY FUNCTION 


457. Diurnal Variations of Renal Function in Man 

J. H. Strotra, D. S. BALDwin, and H. VILLARREAL. 
Journal of Clinical Investigation [J. clin. Invest.) 29, 
187-192, Feb., 1950. ~1 fig., 19 refs. 


Continuous infusions of inulin and para-amino- 
hippuric acid (PAH) were maintained for 24 or 48 hours 
in 18 convalescent patients, and the clearance of these 
substances and of endogenous creatinine was determined 
in 4-hour periods, including periods of sleep. The 
clearances by day and night were virtually the same, 
except that in the period of deepest sleep, from midnight 
to 4 a.m., there was a slight but significant fall in 
glomerular filtration rate (as indicated by inulin and 
creatinine clearance), but not in renal blood flow (as 
indicated by PAH clearance). Urine flow decreased at 
night owing to increased tubular reabsorption of water. 
Good agreement was found between inulin and creatinine 
clearance values throughout the 24 hours, but variations 
of 10° in the apparent plasma creatinine concentration 
were Observed in 5 cases. D. A. K. Black 


458. Protein Level in Blood and Renal Function. (La 
proteinemia y la funcion renal) 

C. Jiménez Diaz,~ H. Castro MeENDOZA, and M. 
FERNANDEZ-CRIADO. Revista Clinica Espaiiola [Rev. clin. 
esp.| 36, 240-244, Feb. 28, 1950. 4 refs. 


Extirpation of the kidneys or bilateral ureteric ligature 
in dogs constantly produces a hyperproteinaemia and 
haemoconcentration. If animals so treated are given a 
kidney extract then this effect disappears, although the 
rise in blood urea level is just as great as in those animals 
receiving no renal extract. The hyperproteinaemia is, 
therefore, not due to or related to uraemic intoxication. 
The significance of this hyperproteinaemia is discussed ; 
it may represent a real increase in plasma protein or 
simply result from haemoconcentration. The role of 
the kidney in the control of plasma water balance and the 
formation of extracellular fluid is discussed, with special 
reference to nephritis, nephrosis, and traumatic shock. 

René Méndez 


459. The Protein Content of the Diet and the Function of 
the Kidneys in Human Beings 

A. L. Niecsen and H.O. BANG. Scandinavian Journal of 
Clinical and Laboratory Investigation [Scand. J. clin. Lab. 
Invest.] 1, 295-297, 1949. 3 figs., 6 refs. 


An investigation was conducted intg the influence on 
renal function (as measured by estimation of the inulin, 
urea, and diodone clearance) of diets containing differing 
amounts of protein in 6 normal women aged 20 to 
24 years. Ona normal diet [protein content not stated] 
the average urinary excretion of nitrogen was 7-9 g. in 
24 hours, and on a diet containing 225 g. protein per day 
for 5 to 7 days it was 18-2 g. for the last 2 days. Clear- 
ance estimations were usually carried out while the 
subject was fasting. 

Inulin and diodone clearances were not affected by 
changes in the protein content of the diet. On the other 
hand urea clearance, which was unaffected after some 


days of high-protein diet, was considerably reduced when 
the subjects were given a low-protein diet. When 
estimated directly after a meal containing 400 g. of pro- 
tein, however, the urea clearance rose temporarily in 
2 subjects on a normal diet and in one on a high-protein 
diet. ' A. Michael Davis 


460. Some Observations on the Trueta Renal Vascular 
Shunt 

A. PALMLOv. Scandinavian Journal of Clinical and 
Laboratory Investigation [|Scand. J. clin. Lab. Invest.] 1, 
308-320, 1949. 6 figs., 18 refs. ~ 


The author reports the results obtained with different 
techniques in the production of a renal shunt in rabbits. 
The distribution of blood within the kidneys was studied 
in sections made after intravital injection of indian ink or 
stained with benzidine, or a combination of both methods 
was used. Clamping of the renal arteries for varying 
periods produced definite cortical ischaemia and dilata- 
tion of juxtamedullary vessels in 5 out of 10 rabbits. 
Intravenous injection of staphylococcal toxin produced 


similar results in 5 out of 8 rabbits. A few experiments — 


were also performed on rabbits with Trueta’s tourniquet 
technique and on cats with splanchnic-nerve stimulation, 
with variable results. Angiography was carried out in 
one rabbit in a state of haemorrhagic shock and showed 
a condition of cortical ischaemia contrasting with the 
normal appearance. Two human cases are very briefly 


' mentioned in which cortical ischaemia and medullary 


vascular filling were found at necropsy. 

[This work is, for the most part, a repetition of some 
of the experiments performed by Trueta et al. (Studies of 
the Renal Circulation, Oxford, 1947).] 

A. Michael Davies 


461. The Renal Extraction of para-Amino-hippuric 
Acid and Oxygen in Man During Postural Changes of the 
Circulation 

L. Werk6, H. Bucnut, and B. JOSEPHSON. . Scandinavian 
Journal of Clinical and Laboratory Investigation [Scand. 


~ J. clin. Lab. Invest.) 1, 321-327, 1949. 4 figs., 14 refs. 


In the presence of a renal shunt of the Trueta type, the 
amount of para-aminohippuric acid (PAH) extracted by 
the kidney from the blood is roughly proportional to the 


blood flow through the cortex, as also is the renal arterio-: ° 


venous oxygen difference. These two functions were 
studied in 4 adult subjects and the effects of altering the 
renal circulation by tilting the subject were noted. 
In 3 cases the renal plasma flow (as estimated from the 
difference in concentration of PAH between arterial and 
renal venous blood) decreased during tilting, but there 
was no change in PAH extraction, indicating no change 
in “medullary flow” of blood. The arterio-venous 
oxygen differences increased a little during tilting, but the 
renal oxygen consumption in 2 cases decreased in the 
upright position. Thus there was no clear evidence of 
any redistribution of renal circulation during tilting of 
the-subjects (although the general effect was severe enough 
to produce fainting in two of them), but this is not to say 
that a more severe general injury might not produce a 
shunt such as that seen in the experimental animal. 
A. Michael Davies 
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Pharmacology and Therapeutics 


462. Quantitative Studies on the Autonomic Actions of 
Curare 

A. C. GuYTON and R. C. Reeper. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.] 98, 
188-193, Feb., 1950. 9 refs. 


For the clinical use of curare it is of importance to 
know the doses of the drug which will appreciably affect 
autonomic functions. The authors studied this problem 
on lightly anaesthetized dogs given “ intocostrin” 
rapidly through a jugular cannula, the doses required 
to affect autonomic function being compared quantita- 
tively with those required to cause total paralysis of the 
myo-neural junctions of the gastrocnemius. 

An average dose of 3 units per kg. body weight was 
required to paralyse completely the iris, so that no 
response occurred on pre-ganglionic sympathetic stimula- 
tion. This was about 1-5 times the dose which paralysed 
the gastrocnemius. On the other hand, the sympathetic 
supply to the radial fibres of the iris was at least four 
times as resistant to curare as were the gastrocnemius 
myo-neural junctions. Again, the sympathetic supply 
to the nictitating membrane appeared to be approxi- 
mately 5 times as resistant as the supply to skeletal 
muscle. Similarly the parasympathetic supply to the 
heart was much more sensitive to curare than was the 
sympathetic supply (1-5 times and 10 times the dose 
paralysing skeletal nerve-endings respectively). The 
splanchnic innervation was also relatively resistant (five 


_ times the dose). 
A moderate depressor effect on blood pressure was. 


always present after injection of curare. This can 
hardly be due to sympathetic paralysis. Blood flow 
increased slightly with small doses, but usually decreased 
greatly with doses approximating to those causing 
paralysis. 

It is therefore likely that many symptoms of para- 
sympathetic paralysis could appear with clinical use of 
the drug, but very unlikely that sympathetic paralysis ever 
occurs. 

Evidence is produced to show that curare paralyses the 
parasympathetic system only at the ganglion and not at 
the endings. S. S. B. Gilder 


463. Anti-curarizing Activity of Methylisothiourea. 
(L’activité anticurarisante de la méthylisothiourée) 

H. Raskova, Z. Vorava, and B. ZELENKOVA. Comptes 
Rendus des Séances de la Société de Biologie [C.R. Soc. 
Biol. Paris| 143, 1354-1355, Oct., 1949. 3 refs. 


The responses of rat diaphragm preparations to doses 
of b-tubocurarine which ordinarily reduced contractions 
by some 50° within 3 minutes were sharply antagonized 
when S-methylisothiourea was given either at the same 
time as the p-tubocurarine or 90 seconds later. There 
was a linear relationship between the dose of the iso- 
thiourea and its anti-curare effect. Effects of “myanesin” 


were also antagonized to some extent by S-methyliso- 
thiourea. Its anti-curare action was demonstrated in 
vivo by experiments on rabbits, through the use of the 
head-drop cross-over technique, and on cat sciatic- 
nerve—gastrocnemius preparations. The authors suggest 
that, since effective doses in cats and rabbits are much 
smaller than those known to produce toxic effects, 
S-methylisothiourea might prove useful clinically as an 
anti-curare drug [Brit. J. Pharmacol., 1949, 4, 315]. 

F. N. Fastier 


464. Site of Action of Myanesin (Mephenesin, Tolserol) 
in the Central Nervous System 

B. R. Kaaba. Journal of Neurophysiology Neuro- 
physiol.] 13, 89-104, Jan., 1950. 11 figs., 39 refs. 


Intravenous injection of mephenesin (‘* myanesin ”’) 
(10 to 40 mg. per kg.) into cats and monkeys has no 
effect on spinal monosynaptic (patellar) and multi- 
synaptic reflexes (flexion, crossed extension). With 
higher doses the multisynaptic reflexes are depressed 
before the monosynaptic discharges. Hyperactive spinal 
reflexes are depressed by low doses of the drug. Facilita- 
tion and inhibition of the knee-jerk from stimulation of 
brain-stem reticular formation or from the anterior 
lobe of the cerebellum were depressed or abolished by 
small doses. Cortically induced movements were 
also depressed. Spontaneous cortical and subcortical 
potentials were unaffected by small doses. Repetitive 
discharges of evoked cortical potentials were abolished 
by smaller doses than was the primary complex. Cortical 
after-discharges in animals under chloralose were 
depressed. A. Schweitzer 


465. Synthetic Analgesics. I. Methadone Isomers and 
Derivatives 

N. B. Eppy, C. F. Toucuserry, and J. E. LigpeRMAN. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.] 98, 121-137, Feb., 1950. 1 fig., 5 refs. 


Methadone, its optical and structural isomers, and 
27 derivatives, related to methadone or to isomethadone, 
have been examined for their toxic and analgesic effects, 
and a few of these for depressant action. /somethadone 
was less toxic, less analgesic and less depressant than 
methadone. The other structural isomers were hardly 
less toxic but were definitely less effective with respect to 
analgesia than isomethadone. The levo-isomer of 
methadone or isomethadone was about twice as analgesic 
and twice as depressant as the racemate. The dextro- 
isomers were very weak in analgesic and depressant 
actions. The change in configuration from 6-dimethyl- 
amino-3-heptanone (methadone and related compounds) 
to 6-methylamino-5-methyl-3-hexanone (isomethadone 
and related compounds), based upon a comparison of 
twelve pairs of derivatives regularly reduced toxicity and 


121 


122 PHARMACOLOGY AND THERAPEUTICS 


analgesic action. When the same structural change was 
effected in methadone and isomethadone, it had in both 
instances the same directional effect and usually the 


- same quantitative effect on analgesic action. Removal 


of the ketone portion of the methadone molecule or 
its substitution, except by sulfone, reduced analgesic 
effectiveness. Replacement of the ketone by hydroxyl 
and subsequent acetylation reduced and then restored to 
a remarkable degree the analgesic action of the com- 
pound. Replacement of the ketone by carboxyl and 
subsequent esterification reduced analgesic action, least 
in the methyl ester, most in the isopropyl ester. Similar 
structural changes have similar effects on analgesic 
action in methadone and morphine derivatives. 
—J[Authors’ summary.] 


466. The Pharmacodynamic Effects of Some New 
Analgesics. [In English] 

F. P. LupueNA and E. ANANENKO. Archives Inter- 
nationales de Pharmacodynamie et de Thérapie (Arch. int. 
Pharmacodyn.] 81, 259-275, 1950. 2 figs., 13 refs. 


The effects of the following analgesics have been com- 
pared with those of morphine in dogs: pethidine, L- and 
p-methadone, L-isomethadone, 1-methyl-4-(3-hydroxy- 
phenyl)-4-piperidyl ethyl ketone (“WIN 1539”) and 
L-3-dimethylamino- 1 : 1 -diphenylbutyl ethyl sulphone 
(“* WIN 1161’). The compounds were given by infusion 
or intermittent injection, either intravenously or intra- 
muscularly. The general pattern of response was, 
progressively, sedation, respiratory depression, analgesia, 
bradycardia, miosis, and occasionally salivation and 
defaecation. In high doses all the compounds except 
morphine caused hyperexcitability and convulsions. 
The analgesia (to pinching of the skin with toothed 
forceps) obtained on injection of up to 100 mg. of 
morphine per kg. body weight was never equal to that 
obtained with 1 to 3 mg. per kg. of the other compounds, 
which was sufficient to allow cannulation of the trachea 
and carotid artery to be carried out (“ complete anal- 
gesia”’). The blood pressure usually increased after 
injection of these substances, but in dogs anaesthetized 
with thiopentone and barbitone most of them caused a 
mild hypotension when first injected, the slight pressor 
effect returning after subsequent doses; D-methadone, 
however, caused a fall in blood pressure in anaesthetized 
dogs both initially and subsequently. It is noted that 
with all the compounds tested analgesia was always 
associated with bradycardia and miosis, while respiratory 
depression could be dissociated from analgesia. Since 
the same doses of p- and L-methadone cause convulsions, 
although L-methadone is much the more potent analgesic, 
these two actions are probably not dependent on the same 
structure. 

[As the authors point out, when pain is induced by the 
radiant-heat method in rats, morphine has the same order 
of analgesic activity as the other compounds, and “* it is 
evident that the two types of pain are fundamentally 
different”’. The suggested use of L-methadone, for 
example, in physiological experimentation ‘‘ because 
intense analgesia can be produced with small doses ” 
is open to the objection that all these compounds may be 


liable to cause addiction. One hopes that the appearance 
of the word “ analgized ” is due to a printing error.] 
Derek R. Wood 


467. Anesthetic Properties of Procaine Amide 
(Pronestyl) and Other Amide Analogues of Local Anesthe- 
tic Compounds , 

A. R. McIntyre and F. D@wNINGc. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 73, 236-239, Feb., 1950. 7 refs. 


468. The Protective Effect of Sodium Salicylate on 
Serum Induced Myocarditis in Rabbits 

A. G. MAcCGreEGor and D. R. Woop. British Journal of 
Pharmacology and Chemotherapy (Brit. J. Pharmacol.] 5, 
9-12, March, 1950. 14 refs. 


Sterile horse serum was injected into 24 young rabbits 

on the Ist and 20th days, each animal receiving 10 ml. 
per kg. intravenously on each occasion. Twelve rabbits 
were given sodium salicylate from the day of the first 
serum injection. Two daily doses were given orally 
at 10 a.m. and 4 p.m. and a larger dose was injected 
subcutaneously at 10 p.m. The final dosage used was 
150 mg. per kg. orally and 200 mg. per kg. subcutaneously, 
a total of 500 mg. per kg. Treatment was continued 
up to the 26th day, when the surviving animals were 
killed and their hearts removed for section. In assessing 
the severity of the lesions produced in each animal 
(corresponding to those seen in the experimental produc- 
tion of rheumatic fever) marks were awarded for the 
presence of intermuscular and perivascular infiltration, 
Aschoff-like bodies, valvular lesions, and muscle and 
collagen degeneration. The incidence of vascular and 
valvular lesions was considerably reduced by the treat- 
ment with sodium salicylate. The mechanism by which 
this inhibition is produced is still uncertain. 
_ It may be that the in vitro activity of salicylates in 
inhibiting the activity of hyaluronidase is involved. 
This enzyme is said to play a part in the breakdown of 
interfibrillar cement in rheumatic fever. G. B. West 


469. The Mode of Action of Salicylate in Acute 
Rheumatic Fever 

J. Rew, R. D. Watson, and D. H. SpRouLt. Quarterly 
Journal of Medicine (Quart. J. Med.] 19, 1-19, Jan., 
1950. 3 figs., 18 refs. 


This paper describes biochemical investigations 
carried out by the authors on 7 adults with rheumatic 
fever under treatment with salicylate. As a result of 
these tests they conclude that, although the primary 
mode of action of salicylate remains uncertain, the 
principal pharmacological actions of the drug are: (1) 
induction of respiratory alkalosis, and (2) stimulation of 
protein catabolism. The details of these actions are as 
follows: 

(1) It is shown by the authors that as the plasma 
salicylate level rises the plasma carbon-dioxide content 
falls and the plasma pH rises. This correlation shows 
that carbon dioxide is removed from the plasma by the 
lungs (probably by the stimulating action of the drug on 
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the vagal nerve-endings causing hyperpnoea) much 
more rapidly than the fixed base is excreted by the 
kidneys. Hence the H,CO,: NaHCO, ratio diminishes 
and the plasma pH therefore rises. In other words, 
salicylate appears to induce respiratory alkalosis, clinic- 
ally manifested by deep breathing. , 

(2) Protein catabolism profoundly alters the water 
balance of the body. At first, reduction in intracellular 
(protoplasmic) water content occurs followed by diminu- 
tion in extracellular (tissue and plasma) water content, 
indicated by a fall in plasma volume and the development 
of a diuresis. It is shown that the former is associated 
with relief of joint pain and swelling and the latter with a 
fall in erythrocyte sedimentation rate. 

The authors also observed that salicylate, besides 
promptly relieving acute manifestations of rheumatic 
fever, produces a “ special salicylate syndrome with 
hyperpnoea, sinus bradycardia, peripheral vasodilation, 
nausea, vomiting, tinnitus, deafness, and drowsiness 
leading to mental confusion and coma. This syndrome 
appears when acute manifestations of rheumatic fever 
are eased, and the authors found that the promptness of 
relief of rheumatic symptoms and the severity of the 
special salicylate syndrome are both directly related to 
plasma salicylate level; the higher this level the quicker 


the disappearance of fever, tachycardia, and joint pain ° 


and swelling, and the more intense the symptoms of the 
added salicylate syndrome. S. Karani 


470. Clinical Studies on Veratrum Alkaloids. I. 
The Action of Protoveratrine and Veratridine in Hyper- 
tension 

E. MEILMAN and O. Krayer. Circulation [Circulation] 
1, 204-213, Feb., 1950. 5 figs., 23 refs. 


The clinical use of veratrum alkaloids has fallen into 
general disrepute because of the great variation in the 
concentrations of the active principles and because of the 
frequency of severe toxic reactions such as nausea, vomit- 
ing, and a profound fall in blood pressure. 

The authors stress the importance of investigating the 
action of individual alkaloids and in this paper describe 
the effects of crystalline protoveratrine (C3,H,,O,;N), 
which is one of the main constituents of Veratrum album, 
and also veratridine (C3,H;;0,,N), which is an amor- 
phous alkaloid that has been isolated from veratrine. 

Protoveratrine, when administered intravenously in 
doses of 1-5 to 3 xg. per kg. body weight (total dose about 
0-1 to 0-2 mg.), caused a sharp fall in blood pressure, 
maximal in 10 to 15 minutes and lasting for 1 to 2 hours. 
Doses of | xg. per kg. or less had little or no effect. The 
fall in blood pressure was accompanied by sinus brady- 
cardia, which could be abolished by atropine; it was 
also accompanied by moderate postural hypotension and 
by a sensation of generalized warmth unassociated with 
flushing, and by slight dizziness~ Sweating on the 
forehead was noticed in six instances. With relatively 
large doses, 5 patients experienced a choking sensation in 
the epigastrium and substernally, with a tendency towards 
deep sighing respirations, but angina pectoris was not 
provoked in two ischaemic subjects. Nausea was noted 
by 6 patients. At the same time, headache tended to be 


relieved or abolished, and flat or inverted T waves in left 
ventricular surface leads often became upright. Dis- 
turbances of rhythm sometimes followed initial sinus 
bradycardia: thus in 168 trials the P-R interval became 
prolonged four times, nodal rhythm occurred on twelve 
occasions, and the Wenckebach phenomenon was seen 
twice and extrasystoles four times, but none of these 
phenomena occurred in the presence of atropine. 
Veratridine in intravenous doses of 0-1 to 0-2 mg. was 
far less effective and was almost always attended by 
disagreeable symptoms, particularly nausea and vomiting. 
Paul Wood 


471. Some Effects of Digoxin upon the Heart and 
Circulation in Man. Digoxin in Chronic Cor Pulmonale 
M. I. Ferrer, R. M. Harvey, R. T. CATHCART, C. A. 
Wesster, D. W. RICHARDS, and A. COURNAND.  Circula- 
tion [Circulation] 1, 161-186, Feb., 1950. 7 figs., 13 
refs. 


Intravenous administration of digoxin in doses of 1 to 
1-5 mg. caused a rise in cardiac output, a rise in pul- 
monary artery pressure, a fall in right ventricular and 
diastolic pressure, and a fall in venous filling pressure in 
5 cases of chronic anoxic cor pulmonale with the clinical 
features of congestive heart failure. A parallel study 
was made in 3 cases of chronic cor pulmonale and 
2 cases of pulmonary hypertension in which there was no 
evidence of heart failure: in these the effect of intra- 
venous digoxin was negligible. The authors feel that 
digoxin may well have caused these effects by a direct 
action on the cardiac muscle, but admit that they were 
unable to exclude a primary vasodilator action. 

When as a result of medical treatment (rest in bed, 
digitalization, administration of mercurial diuretics to 
2 patients, and antispasmodic inhalations) clinical 
improvement was obvious, there was a marked increase 
in arterial oxygen saturation, vital capacity, and 
maximum ventilation, accompanied by a conspicuous 
reduction in cardiac output, pulmonary artery pressure, 
and right ventricular diastolic pressure—indeed the 
pulmonary artery pressure in 4 of the patients became 
almost normal. 

The reversibility of chronic cor pulmonale is stressed. 

Paul Wood 


472. A Study of the Effects and Mechanism of. Action 
of Sodium Dodecy! Sulphate on Gastric Secretion in Rats 
S. A. Komarov, H. SHay, H. SipLet, and M. GRUEN- 
sTEIN. British Journal of Pharmacology and Chemo- 
therapy (Brit. J. Pharmacol.] 5, 1-8, March, 1950. 2 figs., 
16 refs. 


It is known that the most effective of the anionic 
detergents in inhibiting the peptic activity of human 
gastric contents are the alkyl sulphates, of which the 
most active are the decyl and dodecyl derivatives. In this 
study the dodecyl compound (sodium dodecyl sulphate) 
was examined for its action on the gastric secretion in the 
rat. 

Fasting white rats were lightly anaesthetized and the 
pylorus was then ligated. After washing out the 


‘ stomach by catheter, 2 ml. of the test solution (0-1, 0-5, 
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or 2-0%) or of water or sodium sulphate solution (0-066%) 
was introduced and the oesophagus was ligated in the 
neck as the catheter was withdrawn. In addition, in 
another group of rats the oesophagus was ligated just 


above the cardiac sphincter with the vagi included in the - 


ligature. Half of the total number of rats were given 
atropine. After closure of the abdomen, the animals 
were left for 6 hours. The gastric contents of every rat 
were collected and tested for free and total acidity, pH, 
total chloride, pepsin, and mucin. With 0-1 and 0°5% 
solutions in the isolated stomach, all the secretory 
elements (parietal, peptic, and mucus-secreting cells) 
were strongly stimulated. The response of the parietal 
and peptic cells was prevented by ligation of the vagi 
but that of the mucus-secreting cells was due only in 
part to reflex action through the vagi. The 2% solution 
exerted a selective effect, activating only the mucus- 
secreting cells. G. B. West 


473. The Action of Carbamic Esters and Tetraethyl- 
pyrophosphate on Normal and Curarized Frog Rectus 
Muscle 

F. Hossicer. British Journal of Pharmacology and 
Chemotherapy (Brit. J. Pharmacol.) 5, 37-48, March, 
1950. 10 figs., 23 refs. 


Until recently it has not been possible to distinguish 
between the direct stimulating action of anticholinesterase 
drugs on the end-plate or muscle fibre of skeletal muscle 
and their anti-enzyme action. It is now known that 
carbamic esters combine reversibly with cholinesterase, 
but with tetraethylpyrophosphate (TEPP) a rapid irre- 
versible combination occurs. The use of such a drug as 
TEPP allows discrimination of action of other anti- 
cholinesterase substances. 

In the present work, the substances studied were 
neostigmine methylsulphate, eserine salicylate, the 
dimethylearbamic ester of 5-phenyl-2-hydroxy-benzyl- 
trimethylammonium bromide Nu 683°’), and the 
dimethylcarbamic ester of 3-hydroxy-methylpyridinium 
hydrobromide (** Nu 5130°’). The test preparation was 
the isolated rectus abdominis muscle of the frog. The 
action of the carbamic esters on the sensitivity of the 
muscle to acetylcholine (Ach) was studied in the following 
manner. An Ach-dose-response curve was first estab- 
lished on an untreated muscle; then one of the carbamic 
esters was added in a low concentration to the bath for 
30 minutes and an Ach-dose-response curve again 
recorded. This procedure was repeated with increasing 
concentrations of the carbamic ester until maximal 
sensitization to Ach was produced. At this point, the 
muscle was repeatedly washed and Sug. TEPP per ml. 
added to the bath for 30 minutes. The sensitization 
which could be achieved by TEPP was taken as 100% and 
the effects of the different concentrations of the carbamic 
ester were expressed as a percentage of this. It was only 
possible to obtain full sensitization with neostigmine 
(4 xg. per ml.); Nu 5130 (21 yg. per ml.) produced 90%, 
eserine (10 yg. per ml.) about 60%, and Nu 683 (12 yg. 
per ml.) 20% of the sensitization given by TEPP. The 
concentration of TEPP used completely inhibited the 
cholinesterase in ground muscle. All four carbamic 


esters, in the concentrations used, were about equally 
potent as inhibitors of the ground muscle cholinesterase, 
and did not influence the response to Ach of a muscle 
fully sensitized by TEPP. Therefore, they sensitize the 
rectus muscle to Ach by inhibition of cholinesterase. 
Neostigmine (in concentrations of 25 yg. per ml. and 
higher) and eserine (over. 1 mg. per ml.) produced a 
contracture of the muscle by some direct action which was 
unaffected by previous treatment of the muscle by TEPP. 
The stimulant action, however, was antagonized by 
p-tubocurarine. On the fully sensitized muscle, these 


concentrations had some additive effect with lower 


concentrations of Ach but depressed the response to 
higher concentrations of Ach. Nu 683 and Nu 5130 
had no stimulating actions in concentrations up to 2 mg. 
per ml., but these two esters and eserine in concentrations 
below 1 mg. per ml. decreased the response of fully 
sensitized muscle to Ach. Similar results were obtained 
if, instead of Ach, another parasympathomimetic drug or 
nicotine was used. The depressant actions of the 
carbamic esters were analogous to that of D-tubo- 
curarine in that they did not antagonize the stimulant 
actions of potassium chloride. 

The anticurare action of the anticholinesterases was 
examined by the following technique: A dose-response 
curve to Ach was first established on the non-sensitized 
muscle; the muscle was then soaked in Ringer containing 
p-tubocurarine (0-5 yg. per ml.) and the Ach dose- 
response curve retested in its presence. After much 
washing to remove the p-tubocurarine, the muscle was 
sensitized with one of the anticholinesterases and the 
sensitivity to Ach tested once again. Finally the muscle 
was soaked again in p-tubocurarine and the sensitivity 
tested in the presence of both p-tubocurarine and the 
anticholinesterase. Doses of the carbamic esters and 
TEPP which produced optimal sensitization were 
equipotent in their antagonism towards pb-tubocurarine. 
The anticurare effect was due solely to inhibition of 
cholinesterase. On muscle fully sensitized by TEPP, 
the carbamic esters no longer had an anticurare action, 
but their blocking effect on the response of the muscle 
to Ach could still be demonstrated. When nicotine and 
other parasympathomimetic drugs were used as muscle 
stimulants, TEPP and the carbamic esters had no anti- 
curare action. 

[The conclusions reached are of great interest. 
Eserine, for example, has been shown to produce 60% of 
the sensitization of the frog rectus muscle given by TEPP 
and neostigmine to Ach, despite the fact that the esters 
were about equally potent as inhibitors of the ground 
muscle cholinesterase. This may be part of the explana- 
tion why neostigmine has been found more effective 
clinically in the treatment of myasthenia gravis than 
eserine of equivalent anticholinesterase activity in vitro. 
The minimal stimulant doses on skeletal muscle are, 
however, very different (neostigmine concentration of 
25 eg. per ml., eserine | mg. per ml.) so that this problem 
is not a simple one. 

When the cholinesterase was inactivated by TEPP, 
the anticurare effect of the carbamic esters completely” 
disappeared, and in higher concentrations some additive 
effect with curare occurred. It is known that, for 
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neostigmine and eserine, correlation exists between in 
vitro anticholinesterase activity and anticurare action on 
the rat phrenic-nerve—diaphragm preparation. Nu 5130 
was as powerful as neostigmine in its antagonism to 
curare on the rectus and also on the rat diaphragm, so 
that it appears that a reasonably good correlation will 
exist between the anticurare actions of new drugs of 
similar nature and their in vitro anticholinesterase 
activity.] G. B. West 


474. Protamine for Intravenous Use in. Man and in 
Animal Experiments. [In English] 

E. Jorpes, S. KALLNER, and H. BostrGM. Acta Medica 
Scandinavica [Acta med. scand.| 134, 444-447, 1949. 
12 refs. 


Protamine, in the form of clupein sulphate, was 
prepared from herring sperm. Given in doses of 50 
or 100 mg. intravenously it counteracted the effects of 
heparin satisfactorily. One patient with lymphatic 
leukaemia developed an allergic reaction to the prepara- 
tion. This is explained by the presence of slight 
impurities. In animals the effect of heparin may be 
neutralized by giving protamine at the end of an experi- 
ment. E. Neumark 


475. Intramuscular Administration of Heparin. [In 
English] 

G. Bauer, H. Bostr6m, E. Jorpes, and S. KALLNER. 
Acta Medica Scandinavica [Acta med. scand.] 136, 
188-198, 1950. 10 figs., 12 refs. 


The effect of heparin is only slightly prolonged by 
intramuscular administration. This was shown by 
giving varying doses to 5 healthy adults. When intra- 
venous heparin treatment is begun the temperature 
usually rises, but returns to normal in 4 to 5 days, and 
local symptoms of thrombosis begin to disappear after 
about 3 days. With intramuscular injection effects are 
sometimes not so clear-cut, and it may be difficult to 
assess progress. This difficulty led indirectly to death in 
one case, in which a woman of 68 developed an acute 
thrombosis in the left leg. A course of heparin intra- 
muscularly improved the condition, but the temperature 
never settled completely. She developed ‘‘ white leg ”’ 
and died suddenly. Necropsy revealed a pulmonary 
embolus and thrombi in the left leg veins. 


Intramuscular injection of heparin is not superior to™ 


its intravenous use, but sometimes this may be the only 
mode of administration available. E. Neumark 
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476. Experiments with Pyridoxine [and] Choline to 
prevent Vomiting [and] Bonemarrow Damage Caused by 
Nitrogen Mustards. [In English] 

J. Domoxkos and E. KELEMEN. Jnternationale Zeitschrift 
fiir Vitaminforschung [Int. Z. 21, 443- 
448, 1950. 21 refs. 


In 12 patients treated with nitrogen mustards the 
simultaneous administration of 100 mg. of pyridoxine 
prevented nausea and vomiting in most cases. The 


damaging effect of nitrogen mustards on the bone 
marrow could not, however, be prevented by administra- 
tion of choline. Z. A. Leitner 


477. Urinary Antibacterial Activity Following Oral 
Administration of Nitrofurans with Detailed Observations 
on 5-Nitro-2-furaldehyde 2 -(2-Hydroxyethyl) Semi- 
carbazone 

H. E. PAut and R. C. BENDER. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.] 98, 
153-165, Feb., 1950. 1 fig., 17 refs. 


478. The Combined Effect of Penicillin and of Sul- 
phonamides in Infections with Gram-negative Organisms. 
Parts I and II 

A. W. EL Boro.ossy and G. A. H. BuTTLe. Journal of 
Pharmacy and Pharmacology {J. Pharm. Pharmacol.] 
2, 82-88, Feb., 1950. 12 refs. 


The combined action of sulphonamides and penicillin 
was studied in vitro and in vivo against Bacterium coli 
and Salmonella typhi. For the tests-in vitro serial 
dilutions of penicillin in meat nutrient broth were 
prepared until a concentration was reached which was 
known to be non-inhibitory to the test inoculum that was 
employed. 

A second series of dilutions was then made in the same 
way, but with culture medium containing a sulphon- 
amide (sulphadiazine, sulphapyrazine, sulphathiazole, 
sulphamezathine, and sulphamerazine were tested) in a 
concentration which was not completely inhibitory to 
the test organism. Growth was assessed by comparison 
of the turbidity of each tube with that of a control culture 
without penicillin. Against Bact. coli sulphamerazine 
and sulphamezathine were almost inactive alone, but 
were rendered active when combined with non-inhibitory 
concentrations of penicillin. The activity of the other 
sulphonamides was similarly increased by non-inhibitory 
concéntrations of penicillin. Similar synergism was 
shown when Salm. typhi was used as test organism. 
Tests in vivo were carried out on groups of mice averaging 
20 g. in weight, which were infected by the intraperitoneal 
injection of a multiple of the average lethal dose of the 
test organism. Penicillin was given subcutaneously and 
the sulphonamides orally at the time of infection, the 
doses chosen being only partially protective when given 
separately. 

The average survival time of mice which were infected 
with Bact. coli was increased up to 3-2 times when 
penicillin was given together with sulphadiazine, sulpha- 
pyrazine, or sulphamerazine, and 2-5 times with sulpha- 
thiazole. In mice receiving 100 times the minimum 
lethal dose of Salm. typhi the average survival time 
following treatment with sulphadiazine and penicillin 
was 3-7 times greater than with sulphadiazine alone; with 
sulphathiazole the synergistic increase was 2-7 times, 
and with sulphamezathine 3-1 times, while the average 
survival time of mice receiving penicillin together with 
sulphapyrazine and sulphamerazine was 4:3 times 
greater than that of mice treated with penicillin alone. 

P. B. Marshall 
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479. A New Sulfonamide (Gantrisin). Studies on 
Solubility, Absorption and Excretion 

F. A. Svec, P. S. RHoaps, and J. H. Rowr. Archives of 
Internal Medicine [Arch. intern. Med.] 85, 83-90, Jan., 
1950. 4 figs., 8 refs. 


A report is presented on the solubility, absorption, and 
excretion of a new sulphonamide, 3 : 4-dimethyl-5- 
sulphanilamido-isoxazole, formerly known as “* Nu 445 ”’ 
and now called “ gantrisin’’. The authors have used 
this sulphonamide in the treatment of 300 patients and 
have not found any evidence of renal damage due to the 
drug. It is more soluble than sulphadiazine in urine at 
about pH 6:3, having a solubility of 327 mg. per 100 ml. 
compared ‘with 13 mg. per 100 ml. for sulphadiazine. 
The solubility of sulphadiazine only approaches that of 
gantrisin when the pH is raised to 7 or 8. The free form 
of gantrisin is more soluble than the acetylated form up to 
PH 6-6, whereas the opposite is true of sulphadiazine. 

Gantrisin was given orally, intramuscularly, and 
intravenously, the dosage varying from 1 to 2 g. every 
4 hours. A maximum total concentration in the blood 
of 9 to 17 mg. per 100 ml. was obtained, according to the 
route of administration. The acetylated portion varied 
between 28% and 35% of the total. Excretion in the 
urine followed the usual pattern of sulphonamide 
excretion, the major portion of the dose, 80 to 90%, being 
excreted within 48 hours. The compound was admini- 
stered parenterally as a 40% solution of the ethanolamine 
or diethanolamine salts, which produced no _ local 
reaction. R. Wien 


480. Secondary Syndrome of Chemotherapy. A Case 
of Sulphonamide Hypersensitivity 

A. I. Sucuett-Kaye. British Medical Journal (Brit. med. 
1, 704-705, March 25, 1950. 10 refs. 


A number of cutaneous and visceral complications 
occurring during chemotherapy, such as ninth-day ery- 
thema, toxic rash, agranulocytosis, nephritis, hepatitis, 
and encephalopathy, have been grouped under the name 
of the “ secondary syndrome ’’. -Its pathogenic factors 
are not understood fully, but the picture is one of specific 
reactions of organs and tissues, as shown by the case 
history given. 

A 41-year-old building labourer, with no relevant past 
history, was admitted suffering from a severe dermatitis 
of the arms, legs, and face after exposure to strong 
sunlight and the local prophylactic use of sulphanilamide 
for 3 days. The subsequent clinical events are grouped 
into 5 stages or phases, which overlapped to some extent. 
A sensitization dermatitis lasted for 10 days with a toxic 
erythema appearing on the 4th day and spreading to all 
parts of the body, especially the chest, shoulders, and 
abdomen. This began to fade on the 10th day and on 
the 15th bronchial asthma developed. ‘ Sulphatriad ”’, 
1 g. 4-hourly, was prescribed, but the eczematous lesions 
started weeping again and the erythema reappeared. 
On the 20th day migraine, severe and paroxysmal, 
developed and lasted for some 3 days. On the 23rd day 
periarteritis nodosa developed, characterized by sub- 
cutaneous nodules, 0-5 to 2-0 cm. in diameter, on the legs 
and thighs, which were reddish and tender. Unfor- 


tunately, no biopsy examination was made and histo- 
logical verification of periarteritic lesions was not 
possible. 

On the 32nd day the temperature was normal and by 
the 39th day the patient was free from eczematous lesions, 
headaches, and asthma. The subcutaneous nodules had 
also gone, but had left a brownish pigmentation, still 
apparent 6 weeks later. The mechanism is discussed 
with reference to the theories of allergy and Lewi’s 
concept of “‘ sanergy ” (Brit. med. J., 1948, 2,916; Ann. 
Méd., 1949, 50, 293), which denotes “ an altered bodily 
reaction to certain drugs and bacterial toxins ”’. 

Malcolm Woodbine 


481. Effects of Sulphonamides on Serum-protein, 
Plasma Viscosity, and Erythrocyte-sedimentation Rate 

J. Harkness. Lancet [Lancet] 1, 298-299, Feb. 18, 
1950. 2 figs., 8 refs. 


482. The  Sulphadimethylpyrimidine, 
(Uber das Sulfadimethylpyrimidin Elkosin) 
J. Semer and C. GaAeEpEKE. Deutsche Medizinische 
Wochenschrift [Dtsch. med. Wschr.| 75, 270-272, Feb. 24, 
1950. 4 figs., 4 refs. 


Elkosin ”. 


PENICILLIN 


483. The Influence of Growth Factors upon the Sensi- 
tivity of Bacteria to Antibiotics and upon Acquired 
Resistance in vitro. (L’influenza dei fattori di crescita 
sulla sensibilita batterica agli antibiotici e sul fenomeno 
della resistanza acquisita in vitro) 

F. pt RAtmonpo. Internationale Zeitschrift fiir Vitamin- 
forschung [Int. Z. Vitaminforsch.] 21, 409-423, 1950. 
9 figs., 9 refs. 


Pyridoxine, pantothenic acid, and to a lesser extent 
aneurin and p-aminobenzoic and folic acids showed an 
antagonism to growth-inhibiting doses of penicillin 
in vitro. A certain retardation in the rate of bacterial 
growth could be induced by large doses of riboflavin, 
p-aminobenzoic acid, and folic acid. Bacteria cultured 
with optimal doses of growth factors showed an increased 
resistance to penicillin. Z. A. Leitner 


484. Prolongation of Penicillin Blood Level by Implanta- 
tion of Procaine Penicillin Tablets 

F. Hurposro, R. Croxatto, and A. Lucuint. Proceed- 
ings of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.¥.] 73, 201-203, Feb., 1950. 
9 refs. 


The authors, working at the Catholic University of 
Chile, Santiago, found that the implantation of tablets 
of procaine penicillin (20,000 to 80,000 units per kg. 
body weight) subcutaneously in rabbits resulted in an 
effective concentration of penicillin in the blood for 7 days 
and gave no local reactions. When they were mixed with 
fat the period was prolonged to 11 days. Subcutaneous 
or intramuscular implantation of pure procaine-penicillin 
tablets in 9 human surgical patients was also innocuous, 
without any general or local reaction, and an effective 
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blood penicillin level was maintained for as long as 
21 days. ; 

The procaine-penicillin was made from crystalline 
sodium penicillin, compressed into hard cylindrical 
tablets 10 mm. in diameter and containing approximately 
1 g., and sterilized. They were laid in the subcutaneous 
or muscular tissue a little way from the operation 
wound. The blood penicillin level was proportional to 
the dose, a high peak level (>4 units per ml. serum) 
being obtained with a dose of 300,000 to 600,000 units 
and a concentration well above the minimum effective 
level with 1,000,000 to 2,000,000 units. 

Malcolm Woodbine 


485. Procaine Penicillin with Aluminium Monostearate. 
Effects of a Single Large Dose in Bed and Ambulant 
Patients 

J. H. Peacock and W. A. GiLtespie. Lancet [Lancet] 
1, 495-497, March 18, 1950. 2 figs., 11 refs. 


Penicillin therapy for out-patients with minor local 
infections, and bed-patients requiring prophylaxis 
during and after surgical or other treatment, is obviously 
expedited if a single dose can be given which will ensure 
maintenance of a therapeutic blood level for long periods. 
Taking 0-06 unit per ml. of serum as a minimum thera- 
peutic level, the authors studied the duration of this 
level in 4 groups of people after a single dose of 
2 mega units of penicillin with aluminium stearate in 
arachis oil, given by deep intramuscular injection into the 
buttock. (The dose represented 6-6 ml. of suspension, 
and injection through a No. 1 serum needle was facili- 
tated by attaching a screw mechanism to the plunger.) 

The subjects were 24 surgical bed-patients, all needing 
operation; 11 medical bed-patients, none acutely ill; 
28 ambulant out-patients with various minor local 
infections; a further group of 20 such patients; and 
13 healthy adults. In the first group levels of penicillin 
in serum were estimated daily in most cases, and 
in the last group in all cases. In the second group estima- 
tions were carried out on the Ist, 5th, 6th, and subse- 
quent days after injection. In the third group estimation 
was carried out on the 7th day, but since in nearly all 
these cases the level had by then fallen below the adopted 
value a further similar group was included with estima- 
tions on the Sth day. All estimations were performed 
by a method (Gillespie and Alder, J. clin. Path., 1948, 
1, 248) modified from that of Fleming and Smith (Lancet, 
1947, 1, 401). 


The results in general show that the specified level was_ 


maintained longest in surgical bed-patients (in 22 out of 
24 at 7 days and in 13 out of 19 at 9 days) and after them 
in the medical bed-patients (9 out of 11 at 7 days but only 
2 out of 9 at9 days). Of the remaining groups, the most 
rapid fall in serum penicillin level was in healthy volun- 
teers, only 2 out of 13 showing the requisite value at 
7 days, compared with 7 out of 28 out-patients. Of the 
second group of out-patients, 15 out of 20 showed a 
therapeutic level on the Sth day. 

As the authors point out, no statistically significant 
conclusion can be drawn from a series as limited as this. 
However, they believe that neither age nor operation 
can account for the widely different results in bed and 


ambulant patients. Immobility is suggested as a factor 


‘causing longer maintenance of a given blood level. 


Clinically, they were satisfied with their results, consider- 
ing them qualitatively as good as those obtained by a 
routine course of injections. [As they admit, it is not ~ 
possible to equate clinical effect with penicillin level in 
serum, and in any case the nature of the organism present 
is likely to modify the results considerably.] 

E. A. Brown 


486. Penicillin Regimens in Pediatric Practice. Study 
of Blood Levels 

G. Hitpick-SmitH, T. F. McNarr Scott, and C. M. 
WuitLock. Pediatrics [Pediatrics] 5, 97-113, Jan., 
1950. 4 figs., 32 refs. 


The authors provide a valuable summary of their 
work on the dosage and type of penicillin best suited to 
maintain optimal bacterial levels in the blood of children. 
The earlier technique of 3-hourly intramuscular injections 
of 5,000 units of aqueous penicillin per Ib. (454 g.) body 
weight, or 10,000 units per Ib. every 6 to 8 hours, is, 
with benefit to patient and nursing profession, being 
replaced by the use of procaine penicillin. An injection 
of procaine penicillin A, 6,000 units per lb. body 
weight, is found to provide optimal bacterial levels for 
24 hours. In cases in which the maintenance of a high 
level is required the use of caronamide by mouth 
apparently delays the renal clearance rate of penicillin. 
The oral administration of penicillin, claimed to be 
effective in early infancy, besides entailing an extravagant 
use of the drug, is less reliable in maintaining optimal 
blood levels. W. G. Wyllie 


487. Tuberculostatic Activity of Certain Products of 
Growth of Penicillium notatum 

H. C. BALLON and A. GUERNON. Canadian Medical 
Association Journal (Canad. med. Ass. J.) 62, 277-278, 
March, 1950. 19 refs. 


After reviewing previous work on the effects of peni- 
cillin and notatin on the tubercle bacillus, the authors 
report experiments carried out at the Jewish General 
Hospital, Montreal, with filtrates from two strains of 
Penicillium notatum, one of which' developed a conidial 
and the other a mycelial growth. The moulds were 
grown at 24°C. and 28° C. in surface cultures and the 
effect of filtrates examined on the growth, in Long’s or 
Dubos’s medium, of both human and avian tubercle 
bacilli and Mycobacterium phlei, the inoculum of which 
varied from 0-001 to 0-2 mg. per 5 ml. of test culture. 

When the moulds were grown on corn steep medium, 
filtrates of both strains inhibited the growth of human and 
avian bacilli in Long’s medium at a concentration of 
1 in 6, although the conidial-growth strain produced 
four times as much penicillin as the other. The mycelial 
variant produced tuberculostatic filtrates (1 in 25 to 
1 in 100) when grown on Czapek—Dox and citrate- 
glucose media, but not on that of Raulin and Thom. 
Extracts of filtrates of growth on the citrate-glucose 
medium had properties indicating the presence of 
notatin, which was found to be highly inhibitory to the 
growth of the tubercle bacillus. | Malcolm Woodbine 
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488. Anaphylactoid Shock Due to Penicillin. Report 
of a Case 

R. J. Burteson. Journal of the American Medical 
Association [J. Amer. med. Ass.] 142, 562-563, Feb. 25, 
1950. 6 refs. 


489. Caronamide. Its Dosage and Use as an Enhancing 
Agent in Penicillin Therapy in Children 

G. Hivpick-SmitH. South African Medical Journal 
[S. Afr. med. J.) 24, 24-29, Jan. 14, 1950. 7 figs., 9 refs. 


STREPTOMYCIN 


490. Reactions Following Intracisternal Use of Strepto- 
mycin 

F.E.G. VALERGAKIS, D. S. Hays, and A. M. SUTHERLAND. 
Journal of the American Medical Association |J. Amer. 
med. Ass.| 142, 720-721, March 11, 1950. 18 refs. 


In 2 cases of tuberculous meningitis in adults severe 
reactions followed intracisternal administration of 
streptomycin. In the first, after 100 mg. had been given 
the patient immediately vomited, became restless, and 
rapidly lapsed into coma. The next day he was un- 
responsive, delirious, and dysarthric; apart from nuchal 
rigidity and absence of all tendon reflexes, there were no 
neurological signs. The patient became more alert 
after 3 days, but did not become fully orientated for 
25 days. 

In the second, slow injection of 50 mg. of streptomycin 
dissolved in 15 ml. of isotonic salt solution was started. 
When 10 ml. had been injected over a 5-minute period, 
clonic movements of the left arm and face developed. 
The injection was interrupted, but resumption after 
further dilution with cerebrospinal fluid was again 
followed by clonic movements. When these subsided 
the remainder of the solution was given. The patient 
immediately lapsed into coma and died in an hour. 

In discussing these cases, the authors comment that 
there was no evidence that there was anything untoward 
about the cisternal puncture itself, nor were there any 
complications when streptomycin from the same batch 
was used by other routes. The reactions are believed 
to have been due to a direct neurotoxic action of strepto- 
mycin on the medullary centres and cerebral cortex rather 
than to trauma or disease. N. S. Alcock 


491. A Slide Culture Method for Streptomycin Sensi- 
tivity Testing 

M. M. Cummincs, M. C. DrumMmonp, and H. B. 
SCHWARTZ. Diseases of the Chest [Dis. Chest] 17, 
202-205, Feb., 1950. 9 refs. 


The slide culture method was compared with the solid 
culture technique in testing sensitivity of Mycobacterium 
tuberculosis to streptomycin. The Muller modification 
of the Pryce slide culture method, with “* tween 80” 
albumin medium to which appropriate amounts of 
streptomycin were added, was employed. Results with 
this method could be read after 7 to 14 days’ incubation. 
Specimens of sputum were examined before, during, and 
after streptomycin treatment. The specimen was 


divided, one-half being concentrated by the routine 
method with sodium hydroxide and seeded on Loewen- 
stein-Jensen media containing 0, 1, 10, and 100 jug. of 
streptomycin and the other half being used for slide 
culture. 

In 38° of 176 specimens positive cultures were obtained 
by both methods. The routine culture method revealed 
another 19-3°% of positive specimens which gave negative 
results on slide culture; on the other hand, 3-5°,, were 
positive on slide culture and negative on routine culture. 
Only in 8 out of the 67 cultures positive by both methods 
was there disagreement in sensitivity readings, a higher 
degree of resistance being revealed by the slide culture. 

Slide cultures, if satisfactory, gave a reading 2 weeks 
before the routine cultures were positive. In the case of 
sputum with scanty acid-fast bacilli the organism often 
fails to grow on slide culture. E. Nassau 


492. Concentrations of Dihydrostreptomycin in Blood, 
Serum and Urine, Increased by Solution in Procain- 
Pectine. [In English] 

F. Zint. Acta Medica Scandinavica [Acta med. scand.] 
136, 209-213, 1950. 3 figs., 11 refs. 


The concentrations of dihydrostreptomycin and 
streptomycin in the blood, serum, and urine are enhanced 
when the antibiotics are dissolved in 2°% pectin, buffered 
at pH 7. When bacteriologically tested such a solution 
shows higher values for inhibition in vitro. 

E. Neumark 


493. Exfoliative Dermatitis Complicating Streptomycin 
Therapy 

W. C. Harris and R. V. WALLEY. Lancet (Lancet) 1, 
112-114, Jan. 21, 1950. 2 figs., 10 refs. 


AUREOMYCIN 


494. Aureomycin in the ‘Treatment of Syphilis. 
(L’auréomycine, nouvelle médication anti-syphilitique) 
C. Levapitt and A. VAISMAN. Presse Médicale (Pr. 
méd.] 58, 333-334, April 1, 1950. 5 refs. 


In this paper an attempt is made to assess the value of 
aureomycin as an antisyphilitic drug. Previous work 
with clinical cases and in experimentally infected rabbits 
is discussed in some detail. If the disappearance of 
spirochaetes from films and the healing of chancres are 
taken as criteria, aureomycin, given orally or by intra- 
muscular injection, has definite therapeutic properties, 
but is slow in action compared with bismuth, arsenic, or 
penicillin. The authors point out that the paucity of 
accurate serological data makes an estimate of absolute 
cure after aureomycin therapy impossible. Anorexia, 
nausea, and vomiting between the 2nd and Sth days of 
treatment appear to be frequent side-effects. 

Personal experiments with aureomycin in experi 
mentally infected animals are described. They have 
worked with rabbits and mice [the number of animals is 
unspecified]; results are given in the case of 5 rabbits with 
scrotal chancres and “a series” of mice. Two rabbits 
were given a total of 640 mg. per kg. by mouth in 5 days; 
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spirochaetes disappeared [presumably from the chancre— 
no description of the test is given] in 10 and 13 days 
respectively, and the chancre healed in 15 days in both. 
The 3rd and 4th rabbits were given 200 mg. per kg. on 
2 successive days by intramuscular injection, an aqueous 
suspension being used in one case and a suspension in 
arachis oil in the other. In the former animal spiro- 
chaetes disappeared in 5 days, in the latter in 24 hours, 
and healing of the chancre was complete by the 7th day 
in both. No relapses were observed in any of the animals 
during the time they survived. Similar results were 
obtained when a Sth rabbit was given 500 mg. per kg. in 
arachis oil by intramuscular injection on 3 successive days. 
A further test of cure was made by inoculating two groups 
of 3 healthy rabbits sub-scrotally with material from the 
popliteal nodes of 2 of the infected animals. None of 
the test animals showed any sign of infection up to 
35 days. It is noted that the use of the oily suspension 
caused the death of some animals a few weeks after 
treatment and in others gave rise to necrosis at the site of 
injection. To test the effect of aureomycin in clinically 
latent infection, mice were inoculated subcutaneously 
with fragments of syphiloma from infected rabbits, 
and 7 months later given either 20 mg. daily for 5 succes- 
sive days by mouth or 40 mg. on 2 successive days by 
intramuscular injection. Seven days later the “ elective 
sites *’ of nose and rectum were examined. No spiro- 
chaetes were found in the treatéd series and numerous 
spirochaetes in untreated series [no figures are given]. 
The authors conclude that aureomycin, though having 
definite antisyphilitic properties as judged by the criteria 
mentioned, is not likely to be of great value in the 
treatment of syphilis, except possibly in cases of resistance 
to the usual agents. In this they confirm the opinion of 
previous workers. E. A. Brown 


495. Reduced Absorption of Aureomycin by Aluminium 
Hydroxide Gel (Amphojel) 

B. A. WAISBREN and J. S. HUECKEL. Proceedings of the 
Society for Experimental Biology [Proc. Soc. exp. Biol., 
N.Y.] 3, 73-74, Jan., 1950. 1 fig., 4 refs. 


In view of an unpublished finding of DiGangi and 
Rogers that aluminium hydroxide gel reduced the anti- 
bacterial activity of aureomycin, the authors studied the 
effect on the serum aureomycin level of giving aluminium 
hydroxide gel by mouth to subjects who were taking 
aureomycin. In 4 of 5 hospital patients and all of 6 
healthy volunteers there was a marked reduction in the 
serum aureomycin level within 24 hours of starting the 
addition of 1 fluid ounce (28-4 ml.) of the gel to each 
6-hourly oral dose of 500 mg. of aureomycin. 

E. A, Brown 


496. The Virucidal Effects of Aureomycin on the Virus of 
Foot and Mouth Disease. (Effets virulicides de l’auréo- 
mycine sur le virus de la fiévre aphteuse) 
C. Levapitt and A. VAISMAN. Comptes Rendus Hebdo- 
madaires des Séances de Il’ Académie des Sciences [C.R. 
Acad. Sci., Paris] 230, 1221-1223, March 20, 1950. 
2 refs. 
Aureomycin was found to have a virucidal action on 
the virus of foot and mouth disease (strain O) in vitro in 
M—K 
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a dilution of 20 mg. per ml. after contact for 1 hour at 37° 
C.; however, the neurotropic mouse-adapted strain was 
not inactivated. Jn vivo in the guinea-pig development of 
the dermal strain was inhibited after intradermal inocula- 
tion by the administration of aureomycin either by mouth, 
100 mg. per kg. body weight daily for 2 days, or sub- 
cutaneously, 500 mg. per kg. daily for 3 days. The neuro- 
tropic strain when inoculated intracerebrally in mice was 
not inhibited. G. M. Findlay 


OTHER ANTIBIOTIC TREATMENT 


497. A New Antibiotic, Alternarine, and Other Sub- 
stances Obtained from Cultures of a Strain of Alternaria 
solani. (Sur un nouvel antibiotique, lalternarine et 
sur quelques autres substances extraites de cultures 
d’une souche d’Alternaria solani) 

H. Darpoux, A. Fatvre-Amiot, and L. Roux. Comptes 
Rendus Hebdomadaires des Séances de Il’ Académie des 
Sciences [(C.R. Acad. Sci., Paris] 230, 993-995, March 6, 
1950. 1 ref. 


The fungus Alternaria solani, grown in liquid media, 
produces an antibiotic which is active in vitro on both 
Gram-negative and Gram-positive organisms, including 
Bacillus alvei, B. subtilis, B. mesentericus, B. mycoides, 
Staphylococcus aureus, Pseudomonas spp., and Proteus 
vulgaris. Mycobacterium phlei is also inhibited. 
Streptococcus haemolyticus, Bacterium coli, Penicillium 
claviforme, and P. chrysogenum are hardly affected. 
Alternaric acid, a red pigment, and a yellow substance 
obtained from the mycelium have little or no anti- 
bacterial action, but a substance very soluble in ether, 
alcohol, and acetone has an antibacterial action almost 
identical with that of the crude extract obtained from 
culture filtrates. G. M. Findlay 


498. The Combined Action of Penicillin with Strepto- 
mycin or Chloromycetin on Enterococci in vitro 

E. JAwetz, J. B. GUNNISON, and V. R. COLEMAN. 
Science [Science] 111, 254-256, March 10, 1950. 1 fig., 
13 refs. 


Streptomycin—penicillin synergism and a 
chloramphenicol-penicillin antagonism were investigated 
on 9 strains of enterococci grown in a medium containing 
proteose-peptone and agar. Crystalline sodium peni- 
cillin G, streptomycin sulphate, and chloramphenicol 
(* chloromycetin ’’) were used, dissolved in sterile saline. 
Broth containing the same base as the culture medium, 
and various combinations of drugs, was inoculated with 
10° to 10° micro-organisms, and incubated at 37° C. 
Aliquots were removed at intervals and the number of 
viable organisms was determined by serial dilution and 
plate count. When aliquots contained penicillin, this 
was inactivated with penicillinase. 

Theresults were fairly uniform for the 9 strains used, 
and are illustrated by plotting the log. number of viable 
bacteria per ml. against hours after inoculation up to 
144 hours. 

Penicillin, 6 zg. per ml., caused a temporary reduction 
in the count of viable organisms which was minimal at 


f 
d 
d 
is 
KS 
of 
n 
d, 
in- 
1.) 
nd 
ed 
ed . 
on 
cin 
1, 
>) 
[Pr. 
e of 
ork 
bits 
» of 
are 
\tra- 
ties, 
>, OF 
y of 
ylute 
exia, 
ys of 
peri- 
have 
ils is 
with 
bbits 
jays; 


130 PHARMACOLOGY AND THERAPEUTICS . 


48 hours, returning to the initial level by 144 hours. 
Streptomycin, 25 pg. per ml., and chloramphenicol, 
10 yg. per ml., produced no significant changes in 
viability compared with the control inoculum. Peni- 
cillin and streptomycin together caused complete loss of 
viability in the inoculum in 48 hours, with no recovery 
within the time limits of the experiment. With penicillin— 
chloramphenicol the reduction in number of viable 
organisms was less than with penicillin alone for the 
first 48 hours, but the effect increased steadily, so that at 
144 hours the reduction in viability was nearly as great as 
with penicillin alone at 48 hours, and the same degree of 
inhibition was reached in 6 to 12 days. The slow rate of 
bacteriostatic action of the penicillin-chloramphenicol 
mixture is probably responsible for the previously 
reported antagonism between the drugs. 
P. B. Marshall 


499. Chloromycetin (Chloramphenicol) in the Treatment 
of Infections 

W. L. Hewitt and B. Wittiams. New England Journal 
of Medicine [New Engl. J. Med.} 242, 119-127, Jan. 26, 
1950. 5 figs., 6 refs. 


Tests for bacterial sensitivity to chloramphenicol 
(“ chloromycetin ’’) were performed in vitro, and from 2 
to 39 strains of each organism were employed. The 
majority of the strains of Pseudomonas aeruginosa and 
about half the strains of Proteus proved to be resistant, 
whereas the majority of the strains of streptococci, 
pneumococci, Klebsiella pneumoniae, Aerobacter aero- 
genes, Bacterium coli, enterococci, and Staphylococcus 
aureus wete sensitive to less than 5 yg. per ml. There- 
fore chloramphenicol has in vitro a wide range of bacterio-* 
static activity against pathogenic Gram-positive cocci and 
Gram-negative bacilli. Absorption and excretion studies 
were followed by assays in the serum and urine by a 
microbiological turbidimetric method with Shigella 
sonnei as the test organism. A single dose of 1 g. 
usually produced a serum concentration of 10 yg. per 
ml., but considerable variations were observed. After 
oral administration chloramphenicol is rapidly absorbed, 
antibacterial activity appearing in the serum within 
30 minutes, but only a small fraction (from 4 to 10%) 
of the dose administered could be recovered from the 
urine, presumably because of the formation of inactive 
degradation products. In this -way chloramphenicol 
differs from such antibiotics as penicillin and strepto- 
mycin. 

Chloramphenicol was tried in a wide range of clinical 
conditions. There were 93 cases of urinary-tract infec- 
tion due to a variety of organisms, 61 being due to a 
single organism and 32 to multiple organisms. Infec- 
tions due to single organisms responded better than those 
caused by a mixed flora. A good clinical result was 
observed in 48 of the former and in 19 of the latter cases. 
Practically all the patients showed decrease in pyuria and 
bacilluria, even though the urine was not sterilized. 
In 63 cases the urine became sterile, and 52 of these were 
followed up for a period of at least one month, during 
which time there were 13 relapses. The daily dosage 
varied from 2 to 6 g. administered orally 4- to 6-hourly, 


and the duration of treatment varied from 5 to 7 days, 
Infections due to Bacterium coli also responded very well, 
There were 5 patients with primary atypical pneumonia, 
but the results obtained were equivocal. In 5 cases of 
pneumococcal pneumonia, with a daily dosage of 3 g. 
for 5 to 8 days there was a rapid symptomatic improve- 
ment and the temperature returned to normal within 
48 hours, at which time pneumococci disappeared from 
the sputum. Chloramphenicol was used in the treatment 
of 4 patients with herpes zoster, but the course of the 
disease was not modified. Also, no marked beneficial 
effect was observed in any of 5 patients with chronic 
ulcerative colitis treated. Toxic side-effects were slight 
and were mainly related to the gastro-intestinal tract. 
The frequency of these side-reactions was related to the 
daily dosage; they occurred much more frequently in 
patients receiving 6 g. than in those receiving 2 g. daily. 
A bitter taste in the mouth was frequently noted and was 
sometimes accompanied by anorexia. Dryness of the 
mouth and throat, similar to that after atropine, was also 
observed. There was no evidence of renal damage or any 
changes in the blood picture. Drug fever was not 
observed, and there was only one case of skin rash. 
R. Wien 


500. An Antibiotic Substance Extracted from the 
Mycelium of Gibberella baccata (Wallr.) Sace. (Sur une 
substance antibiotique extraite du mycélium de Gib- 
berella baccata (Wallr.) Sacc.) 

J. GUERILLOT-VINET, —. GUERILLOT-VINET, L. Guyot, 
J. MONTEGUT, and L. Roux. Comptes Rendus Hebdom- 
adaires des Séances de Il Académie des Sciences [C.R. 
Acad. Sci., Paris] 230, 1424-1426, April 12, 1950. 4 refs. 


From the mycelium of Gibberella baccata by ether 
extraction colourless crystals have been obtained with a 
molecular weight of 480 and a formula C.,H,,O,N2. 
Baccatin A has an antibiotic action on Staphylococcus 
aureus and Pseudomonas medicaginis. It is particularly 
active in inhibiting fungi such as Leptosphaenia acuta and 
Sclerotinia libertiana and to a less degree L. culmifraga 
and L. culmorum. G. M. Findlay 


TOXICOLOGY 


501. A Recovery from Ethylene Glycol (Anti-Freeze) 
Intoxication. A Case of Survival and Two Fatalities 
from Ethylene Glycol Including Autopsy Findings 

H. S. KAHN. Annals of Internal Medicine [Ann. intern. 
Med.] 32, 284-294, Feb., 1950. 2 figs., 3 refs. 


Three stages in ethylene glycol intoxication, usually due 
to drinking anti-freeze mixture, are described. The 
first stage, or cerebral stage, is manifested by symptoms 
resembling those of acute alcoholic intoxication and 
usually ends in coma. It is associated with cerebral 
oedema. The second stage is marked by pulmonary 
oedema. The third appears later, if the patient survives 
the first two, and is associated clinically with symptoms 
and signs of acute nephritis and uraemia. Curiously 
enough, this stage seems to be associated with the 
histological findings of a calcium-oxalate nephrosis. It 
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usually ends fatally, but in one of the 3 cases described 
in this paper the patient had completely recovered 
5 weeks after drinking 240 ml. of anti-freeze solution 
(minimal lethal dose 100 ml.). His recovery is attributed 
to his youth and physical stamina and to the fact that 
treatment with oxygen and supportive measures was 
started within 3 hours. S. S. B. Gilder 


502. Poisoning with Petroleum Products and -Benzol 
in Children. (Beitrag iiber Vergiftungen mit Petroleum, 
Benzin und Benzol im Kindesalter) . 
R. ScHoLz. Klinische Medizin. [Klin. Med., Wien] 5, 
78-85, Feb. 1, 1950. 3 figs., 17 refs. 


The symptomatology of poisoning with petrol, benzine 
(a petroleum derivative), and benzol (benzene, a coal-tar 
product) is reviewed and the effects on 10 children of 
ingestion of these substances is described. Seven 
children, aged 14 months to 5 years, drank varying 
amounts of petrol. The symptoms observed were: 
tachycardia, respiratory distress with greatly increased 
rate of respiration, pyrexia, restlessness, and vomiting. 
The smell of petrol could be detected in the faeces for 
many days. The mucous membranes of the mouth were 
inflamed, but this subsided rapidly. Injury to the mucous 
lining of the digestive tract was more severe. In the case 
of another child (aged 14 months) petrol had been 
accidentally poured over its left shoulder; this caused a 
weeping dermatitis in the exposed area with fever and 
subsequent vomiting, tachycardia, and rapid respiration. 

The other 2 children swallowed patent stain removers 
containing benzine and benzol. Owing to the great 
affinity of the latter substance for tissue lipids it is more 
rapidly toxic than the petroleum products. In these 
cases the central nervous system was affected, with 
increasing giddiness ending in complete loss of conscious- 
ness. The children were comatose and pale, with poor 
reflexes. The mucous membranes of the mouth were red 
and inflamed. In one case there was a severe leuco- 
cytosis with toxic degeneration of the neutrophils. 

In none of the 10 cases was the kidney or bladder 
damaged, and all 10 patients recovered. The treatment 
consisted of rapid gastric lavage, saline purgation, and 
administration of charcoal and circulatory stimulants. 
In the cases with loss of consciousness, analeptics such as 
nikethamide were given with apparent benefit. 

Vera N. Warren 


503. Drugs Accelerating and Inhibiting Alcohol Intoxica- 
tion. (Les médications accélératrices et inhibitrices de 
lintoxication alcoolique) 

P. CHAUCHARD, H. MAzouE, and R. Lecog. Comptes 
Rendus des Séances de la Société de Biologie [C.R. Soc. 
Biol. Paris] 143, 1550-1553, Dec., 1949. 8 refs. 


A measure of the disturbances caused by alcoholic 
intoxication was sought in the changes produced in the 
Nervous chronaxies of the toe flexors and extensors of 
the rat. After the subcutaneous injection of alcohol 
(1 ml. of 25% proof spirit), the chronaxies were at first 
somewhat diminished, then considerably increased. 
When the same dose of alcohol was given after a sub- 
cutaneous injection of apomorphine (5 mg.), tetra- 


ethylthiuram disulphide (5 mg.), or primary octyl 
alcohol (0-5 mg.), the phase of diminished-chronaxies was 
suppressed, but that of increased chronaxies exaggerated 
two- or three-fold. If the alcohol were given together 
with a subcutaneous injection of potassium thiocyanate 
(200 mg.) or of D-phenyl-l-amino-2-propane (0-5 mg.), 
however, its effects on chronaxie was counteracted. 
Whereas these two drugs act as antagonists to alcohol, 
the other three increase its toxic effects and their thera- 
peutic value lies in their ability to establish a useful 
conditioned reflex. F. N. Fastier 


504. Deficiency Patterns in Metallic Poisoning 


W. HuaGues. British Medical Journal (Brit. med. J.] 1, 
634-639, March 18, 1950. 4 figs., 20 refs. 


The hypothesis which led to the discovery of 2 : 3- 
dimercaptopropanol (dimercaprol, BAL) that 
lewisite poisoned the pyruvate—oxidase system by its 
avidity for the SH groups of the protein constituent of 
the enzyme. In many enzyme systems, however, the 
co-enzymes contain members of the vitamin-B complex, 
while, in addition, vitamins and factors other than the 
B complex may form linkages with SH-containing 
proteins with which a heavy metal may interfere in the 
same way. Thus, as a result of ** biochemical lesions ”’, 
reactions associated with specific vitamin deficiencies 
may occur in cases of metallic poisoning. 

Two cases of gold poisoning are described in which the 
pattern of lesions was that which might be expected in 
vitamin-K and in vitamin-B, deficiency respectively. 
The first patient was a man of 61 with a 20-year history of 
rheumatoid arthritis, in whom treatment with sodium 
aurothiomalate (50 mg. weekly) led to a severe epistaxis 
and a petechial rash. Complete recovery followed the 
injection of 2 ml. twice daily of a 10% solution of dimer- 
caprol to a total of 28 ml. The second was a woman of 
52 with advanced rheumatoid arthritis of 29 years’ 
duration, recently treated with sodium aurothiomalate. 
This resulted in a rash which included an extensive area 
of the perineum and buttocks. Although the daily 
administration of 20 mg. of riboflavin by injection and 
30 mg. orally did not influence progress, 26 injections of 
dimercaprol (2 ml. 10% solution a day) resulted in 
complete recovery. Ina case of exfoliative dermatitis, in 
which a generalized érythema with desquamation in and 


on the axillae, groins, elbows, and dorsa of the hands and 


feet developed 4 days after the end of treatment for 
secondary syphilis with neoarsphenamine and bismuth, 
the condition was rapidly and successfully treated with 
2-ml. injections of 10% dimercaprol daily for 7 days. 
A fourth case is deseribed in which a man of 75 was 
treated for gross cardiac oedema with -7. injections of 
2 ml. of mersalyl on alternate days, after which a mor- 
billiform rash developed on the face, arms, and legs, 
together with conjunctivitis and small buccal ulcers. 
The rash became generalized, but gradually cleared after 
the injection of 2 ml. of 10% dimercaprol twice daily 
for 3 days. 

The author suggests that the ‘* biochemical-lesion ”’ 


‘hypothesis should be kept in mind in cases of “* pellagra 


sine pellagra *’ and other epithelial patterns of deficiency 
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unassociated with any obvious malnutrition, which might 
possibly be due to metallic poisoning. But the view put 
forward by Cohen that the success of dimercaprol in 
metallic poisoning cases will enable higher doses of gold 
to be used in the treatment of chronic rheumatism is 
accepted only with reservations, cases having already been 
reported in which treatment of gold intoxication with 
dimercaprol led to relapse in the rheumatic condition. 
Malcolm Woodbine 


505. Ferrous Sulphate Poisoning. Its 
Symptomatology, Treatment, and Prevention 
J. THomson. British Medical Journal [Brit. med. J.} 1, 
645-646, March 18, 1950. 9 refs. , 


The author reviews the recent literature from English 
sources on poisoning with ferrous sulphate in the form of 
tab. ferri sulph. co., B.P.C., and incorporates the details 
of 6 cases of accidental poisoning in children varying in 
age from 11 months to 44 years studied at the Royal 
Infirmary, Dundee. Three of the cases have already 
been reported (Thomson, Brit. med. J., 1947, 1, 640, 
and Prain, ibid., 1949, 2, 1019) and the details of the new 
cases added are similar in all respects. 

Two fatalities occurred, both in children of approxi- 
mately 18 months, one of whom had swallowed 39 tablets 
(each containing 3 grains (0-2 g.) of ferrous sulphate, 
with copper and magnesium sulphates, 3's grain (2-6 mg.) 
of each) and the other 10; the remainder, who recovered 
after treatment, had taken smaller doses, reduced in all 
except one case by vomiting. The outstanding features 
were pallor, drowsiness, vomiting (often blood-stained), 
and melaena. A tendency to relapse in spite of generous 
lavage with sodium bicarbonate solution and administra- 
tion of bismuth carbonate or magnesium hydroxide was 
noted, and BAL, which was given in doses of 0-5 ml. 
4-hourly in one case for 24 hours, did not appear to have 
any value. Necropsy findings in the 2 fatal cases 
included inflammation of the gastric mucosa, with 
bleeding from necrosis and erosions, and similar changes 
of less intensity in the small bowel. 

The author describes the warning on the container of 
commercial brands of these tablets not to leave them 
within reach of young.children, “‘ who may eat them as 
sweets with harmful result”, as inadequate for the 
prevention of a serious form of poisoning. 

Keith Simpson 


506. Disodium Hydrogen Phosphate Therapy in Lead 
Poisoning 

C. D. Proctor and H. S. KAHN. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 219, 316-319, 
March, 1950. 1 fig., 10 refs. 


In 8 patients, in whom there were physical signs, 
symptoms, or histories pointing to lead poisoning, lead 
excretion in the urine was studied; in 3 the amount 
excreted was 450 yg. or more, in 4 between 150 and 
200 g., and in 1 below 150 yg. per litre. All amounts 
except the last would be classified by Gant as “ definitely 
toxic’’. Treatment with disodium hydrogen phosphate 
was established, 2 patients in the first group being given 
60 gr. (4 g.) by mouth thrice daily for 15 days and the 


Incidence, 


third 10 gr. (0-65 g.) intravenously thrice daily for 7 days. 
Two of the second group were given 60 and 30 gr. (4 and 
2 g.) by mouth thrice daily for 5 days, the other two 5 gr, 
(0-32 g.) intravenously thrice daily, also for 5 days. The 
last was given 15 gr. (1 g.) thrice daily by mouth for 
7 days. In all cases there was complete remission of 
symptoms soon after treatment started, and no abnormal 
substances appeared in the urine. After the close of the 
treatment, lead values were again determined in the urine; 
the figures showed a reduction in most cases to one- 
third or one-half of the previous figures. In 3 cases 
determinations were also made during treatment and 
showed a considerable rise in the level, in one nearly to 
five times the original figure. 

Three control cases were also investigated, in which 
the levels of lead in the urine before treatment were 
87-2, 17-5, and 31 pg. per |. respectively. Disodium 
hydrogen phosphate, 15 gr. (1 g.) by mouth thrice daily, 
was taken for 5 days. During the treatment the 
urinary content of lead rose to 152-3, 48-9, and 135-6 yg. 
per 1. respectively, but on the fifth day after the end of 
treatment the figures were 38-2, 10-1, and 25 yg. respec- 
tively. No symptoms were observed and no abnormal 
substances found in the urine. It is claimed that the 
drug is non-toxic and causes considerable amounts of 
lead to be removed from the body without the occurrence 
of any symptoms of acute exacerbation of lead poisoning. 

Reginald St. A. Heathcote 


507. Fluoroacetate Poisoning. A Review and Report 
of a Case 

D. C. Gaspusek and G. LUTHER. American Journal of 
Diseases of Children [Amer. J. Dis. Child.| 79, 310-320, 
Feb., 1950. 15 refs. 


Sodium fluoroacetate was introduced during the war 
as an efficient rodenticide, but unfortunately its action 
is not selective and it is highly toxic to man. The 
authors report the case of a 2-year-old negro boy who 
licked the cap of a bottle containing this rat poison. 
Persistent vomiting developed, and 6 hours later con- 
vulsions and stupor. On admission he was in tetanic 
spasm, comatose, and with irregularity of the heart and 
respiration. Intravenous administration of calcium 
gluconate relieved the tetany and the child became quite 
flaccid. For the next few hours the depth of the coma 
varied, and he had one convulsion. Next day the 
child was still limp and unresponsive, but had frequent 
tonic spasms. He did not respond to painful stimuli. 
The heart remained irregular, and there were periods of 
fibrillation and of paroxysmal tachycardia. On the 
3rd day the tonic convulsions gradually subsided, but the 
child remained comatose. The pulse was regular but 
he had two periods of apnoea requiring artificial respira- 
tion. On the evening of the 4th day—100 hours after 
taking the poison—the child became conscious and by 
the 6th day he was clinically well. He was discharged 


-well on the 11th day. Chemical analysis proved that 


the substance in question was a solution of sodium 
fluoroacetate, and that it contained 0-135% of fluorine. 
The clinical picture closely paralleled that seen in 
experimental poisoning in laboratory animals. No 
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antidote is available for the poisoning, but sedation with 
barbiturates offers a possible means of combating the 
convulsions. Gilbert Forbes 


508. Disability Produced by Exposure of Skin to 
Mustard-gas Vapour 

D. C. Senciair. British Medical Journal (Brit. med. J.] 
1, 346-349, Feb. 11, 1950. 3 refs. 


This valuable paper is a report on experiments carried 
out in Australia during the late war on mustard-gas 
vapour burns in human subjects. Over a period of 
2 years 179 volunteers were observed after exposure to 
various dosages of mustard-gas vapour under tropical 
conditions. All were protected by respirators, 147 wore 
ordinary tropical Australian battle-dress, and 32 wore 
additional clothing which prevented the genitalia and 
buttocks from being attacked by mustard-gas vapour. 
As a guide to prognosis based on the condition of the 
scrotum, penis, axillae, and buttocks within 48 hours of 
exposure, the following table is given: 


Chance of | Chance of a 
Condition of Requiring Becomin Duration of 
Skin Treatment Disable Disability 

No damage 

visible a Nil Nil 
Any damage less 

than general 

erythema in 3 to2 4tol 1 to 2 

all four areas against against weeks 
Erythema in all 

four areas, 

with sub- 

cutaneous 

oedema in one | Over 10 to 2 to 1* 2 to 4 weeks 

or more ia 1* on on 


* If the scrotum is one of the oedematous areas, these 
odds are substantially increased. 


[The paper contains much valuable information which, 
no doubt, will be noted by the proper authorities.] 
G. R. Cameron 


509. The Pulmonary Effects of Toxic Gases and 
Smokes. An Experimental Radiographic Investigation 
G. M. ArpDRAN. British Journal of Radiology (Brit. 
J. Radiol.] 23, 107-115, Feb., 1950. 3 figs., 11 refs. 


This paper describes a very careful investigation carried 
out during 1943 at Porton on the early detection, spread, 
and resolution of oedema of the lungs in chemical warfare. 
Dogs were selected, mainly because of their convenient 
chest anatomy, and the acute effects produced in the lungs 
by exposure to phosgene, chlorine, mustard-gas vapour, 
and hexachlorethane smoke were studied by pathological 
and radiological methods and correlated with findings 
in reported cases in man. In some instances changes 
in the blood were followed up in order to discover the 
method of investigation by which the onset of pulmon- 
ary oedema could first be detected. The results were 
clear-cut. After exposure to gas, the chest assumed a 
position of inspiration and the diaphragm remained 
relatively fixed in this position until recovery began. 


Oedema could be demonstrated before haemoconcentra- 
tion became apparent; the blood picture returned to 
normal and the animals seemed well before radio- 
logical evidence of oedema disappeared. There is little 
doubt that radiology offers a valuable means of detecting 
early pulmonary oedema. [The abstracter, who saw 
all of this work in progress, would point out an 
unfortunate misstatement in the summary, namely— 
** Oedema was not produced with mustard gas vapour ”’. 
The author states on page 111 that only one dog was 
exposed to mustard gas. It is the experience of all 
careful students of mustard-gas pathology that pulmonary 
oedema does occur, though it may be masked by cellular 
reactions in the air spaces. At times the oedema is very 
severe and catastrophic.] G. R. Cameron 


510. Isolation of a Crystalline Toxic Factor from 
Agenized Wheat Flour 

P. N. CAMPBELL, T.S. Work, and E. MELLANBY. Nature 
[Nature, Lond.] 165, 345-346, March 4, 1950. 1 fig., 10 
refs. 

Agenized flour (flour “* improved ”’ by treatment with 
nitrogen trichloride) was shown by Mellanby in 1946 
to produce epileptiform fits in dogs. Since that time 
several workers have been engaged in attempts to isolate 
the toxic factor. In this paper the authors describe 
experiments leading to the production of a crystalline 
substance 33,000 times more toxic than the original 
agenized flour. In ferrets used as test animals severe 
fits developed when they were given one dose of 2 mg. 
or five daily doses of 0-6 mg. The substance withstands 
severe hydrolytic conditions and so does not appear to 
be a peptide. Such treatment, however, yields homo- 
cysteic acid, «-aminobutyric acid, methionine sulphoxide, 
methionine sulphone, and homoserine. These com- 
pounds could arise from degradation of methionine, and 
it is suggested that the toxic substance is itself derived 
from methionine. The authors examined a crystalline 
toxic substance prepared by Reiner from zein treated with 
nitrogen trichloride and found it indistinguishable from 
that isolated by them from agenized flour. It is also 
apparently the same as the substance crystallized inde- 
pendently by Moran and his collaborators from agenized 
zein. J. Yudkin 


511. Fatal Agranulocytosis Following Therapy with 
Presidon (3,3-Diethyl-2,4-dioxotetrahydropyridine), a 
New Sedative Hypnotic Agent 

A. H. Covner and S. L. HALPERN. New England 
Journal of Medicine [New Engl. J. Med.| 242, 49-52, 
Jan. 12, 1950. 37 refs. 


512. Toxic Hepatic Necrosis Associated with Taking 
Dilantin, Tridione and Phenobarbital. Report of a Case 
E. L. Dusots. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 20, 153-158, Feb., 1950. 5 figs., 
9 refs. 


513. Animal Charcoal as a Substitute for Antabus in 
the Treatment of Alcoholism 

G. L. Moencu. New York State Journal of Medicine 
[N.Y. St. J. Med.] 50, 308, Feb., 1950. 3 refs. 
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EXPERIMENTAL 


514. Health Hazards in Radiation Work 
M. INGRAM. Science [Science] 111, 103-109, Feb. 3, 
1950. 12 refs. 


This paper from the University of Rochester, 
Rochester, New York, deals with the dangers associated 
with ionizing radiations, all types of which produce 
similar biological effects in the form of varying degrees 
of cell injury. 

The various types of radiations are considered. 
Properties of x rays are similar to those of light waves 
but they are more penetrating. Protection is usually 
adequate, but very high voltage x-ray machines must be 
housed in separate buildings to avoid irradiation of 
occupants of nearby rooms. Gamma rays occur in 
association with both naturally occurring and artificially 
produced radioactive elements and are also produced 
by high voltage x-ray machines, accelerators, and chain- 
reacting piles. The particulate alpha radiation is strongly 
ionizing but only slightly penetrating. Once an alpha- 
emitting isotope is in the body a certain proportion is 
more or less permanently deposited in some tissue, 
especially bone. There is no efficient method for hasten- 


ing its removal, hence great damage is done. Certain 


isotopes of elements heavier than lead, for example, 
radium, plutonium, and polonium, are alpha emitters. 
Neutrons are uncharged particles and have great pene- 
trating power. The hazards are associated with the 
operation of cyclotrons and chain-reacting piles and 
with investigations in which neutron sources are used. 

The seriousness of the hazard encountered in work 
involving any type of radioactive isotope is dependent in 
part on the half-life of the isotope. The slowness to 
recognize radiation hazards isemphasized. _ It is stressed 
that any effect radiation has on normal tissues is harmful. 
Tolerance doses have been arrived at from studies 
designed to determine how much radiation can be 


received without producing any detectable damage or 


how little radiation may be received and yet produce 
. definite changes, immediate or remote. 

In the determination of safe working conditions 
information is required about the type and the intensity of 
the radiation, and also about the nature of the exposure. 
Frequently repeated exposure to low doses constitutes 
the greatest hazard. A limited number of exposures to a 
large dose is met with in patients receiving radiotherapy, 
and occasional gross over-exposure occurs in experi- 
mental work. An appreciation of the biological effects 
of radiation is necessary. Animal experiments have 
revealed that all tissues do not respond in the same way 
to given amounts of radiation. Skin, erythrocytes, 
bone marrow, reproductive cells, and cells lining the 
intestines respond readily to small doses of radiation. 
Adult erythrocytes, bone, and nerves are more or less 


134 


resistant. Haematological examination is the most 
important method of detecting radiation damage, 
especially in total body irradiation. Local irradiation 
may produce local changes. The possibility of the occur- 
rence of alteration in fertility and genetic change in man 
remains -speculative, but is obviously an important 
consideration in defining safe levels of exposure. 

The accepted standards of safety are in the nature of 
approximations, requiring revision in the light of new 
knowledge. It is necessary to recognize the hazards, 
define safe working conditions, and maintain them. A 
certain distance should be kept between the worker and 
the source of the radiation. In most cases the distance 
can be shortened by interposing a shield of a substance 
which readily absorbs the radiation. 

Treatment of severe radiation injury is considered. 
Health protection of radiation workers has been remark- 
ably successful in atomic-energy installations. 

Edward M. McGirr 


515. Studies on the Effects of Flavonoids on Roentgen 
Irradiation Disease. II. Comparison of the Protective 
Influence of Some Flavonoids and Vitamin C in Dogs 

J. B. Fietp and P. E. Rekers. Journal of Clinical 
Investigation [J. clin. Invest.| 28, 746-751, July, 1949. 
22 refs. 


Exposed to 350 r single-dose, total-body x-irradiation, 
60°% (22 of 37) untreated control dogs succumbed with 
a prominent hemorrhagic syndrome. Five flavanone 
substances appeared roughly of equal activity in reducing 
the hemorrhagic signs of the irradiation disease when 
administered continuously pre- and _ post-radiation. 
When rutin was fed 11°% (3 of 27) of the dogs succumbed; 
with hesperidin, 17° (one of 6); with epimerized p- 
catechin, 10% (one of 10); and with homoeriodictyol 
none of 5, and with morin, none of 6 irradiated dogs 
succumbed. 

Other flavonoids and their derivatives did not signifi- 
cantly reduce either the mortality or hemorrhagic 
changes in irradiated dogs. These included hesperidin 
methyl chalcone, esculin, quercitin, quercitrin and 
naringin. With the benzopyrone, coumarin, 33% 
(2 of 6) of the dogs succumbed, suggesting slight anti- 
irradiation activity. 

Ascorbic acid alone failed to influence the course of 
irradiation disease and 50%, (6 of 12) of treated dogs died. 
However, when ascorbic acid was given simultaneously 
with quercitin which by itself was ineffective (50% 
mortality), only 10% (one of 10) dogs succumbed 
exhibiting reduced signs of the disease. No increase in 
protective activity occurred when ascorbic acid and 
hesperidin methyl chalcone were given together. It is 
suggested that previous misunderstanding of the nature 
of “vitamin P”’ has arisen from both the failure to 
recognize that several flavanone analogues possess very 
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similar anti-hemorrhagic “ activity’’ and that ascorbic 
acid has the capacity to potentiate “‘ activity’ in other 
flavanones. 

Potent hyaluronidase inhibitors as dopa and sodium 
gentisate failed to influence the course of irradiation 
disease in dogs. It is suggested that the “ spreading 
factor,” hyaluronidase, plays little or no role in the 
evolution of this disorder.—[Authors’ summary.] 


516. Some _ Biological Effects of Long Continued 
Irradiation 
E. Lorenz. American Journal of Roentgenology and 


Radium Therapy {Amer. J. Roentgenol.] 63, 176-185, 


Feb., 1950. 5 figs., 14 refs. 


An intensive study was made of the biological effects in 
experimental animals of ‘* permissible ’’ doses of radia- 
tion. The animals used were mice, guinea-pigs, and 
rabbits exposed to sources of gamma radiation from the 
time when they became mature. Dose levels. were 
8-8, 4-4, 2-2, 1-1, and 0-11 r given in 8 hours per day. 
Mean survival times at these dose levels ranged from 
488 days for 8-8 r to 761 days for 0-11 r (for controls 
703 days). In mice shortening of the life span was due 
in part to increased tumour incidence and in part to 
unknown effects. In guinea-pigs death was due to 
pancytopenia. There were not enough rabbits for 
conclusions to be drawn. Carcinogenesis, best observed 
in mice, was also seen in guinea-pigs and rabbits. In 
mice the various tumours to which they are susceptible 
developed, but ovarian tumours, which are exceptional 
in mice, also appeared. Rabbits developed cancer of the 
uterus. It is concluded that: (1) There is not yet 
enough information to answer the question whether a 
daily dose of 0-11 r, the ** permissible ’’ dose, will cause 
a reduction in life span. (2) The assumption that the 
carcinogenic action of chronic irradiation will hold for 
other species as well as for man is justified. 

M. C. Tod 


RADIOTHERAPY 


517. The Nasopharyngeal Radium Applicator in the 
Treatment and Prevention of Deafness 

E. J. SmitH and E. E. ScHarre. Canadian Medical 
Association Journal [Canad. med. Ass. J.| 62, 150-156, 
Feb., 1950. 11 refs. 


It is stated by the authors that radium therapy is 
undoubtedly of value in reducing lymphoid tissue in and 
around the nasopharyngeal orifice of the Eustachian 
tube, and that by this means improvement of hearing can 
be obtained in many cases. They suggest that, in a 
certain proportion of cases, irradiation may also have a 
beneficial effect in middle-ear lesions. 

The applicator used in the treatment of 50 patients is 
described, being 15 mm. in length and containing 50 mg. 
of radium filtered by 0-3 mm. of monel metal which, it is 
stated, allows both beta and gamma rays to pass in the 
proportion of 80% of beta to 20% gamma. The 
exposure in most cases was 84 minutes to each side of the 
nasopharynx, 3 treatments being given at intervals of 


2 or 3 weeks. No attempt is made to specify the dose in 
roentgens, but other authors are quoted as advising no 
more than an erythema dose at one treatment. In 
22 cases of Eustachian-tube obstruction in children, 
24 ears (55°8%) showed a significant improvement in 
deafness. Two recent cases of catarrhal otitis media 
in adults were similarly improved, but 3 long-standing 
cases responded poorly. In 7 cases of chronic suppura- 
tive otitis media and 7 of mixed deafness no significant 
improvement was obtained. The remainder of the 
patients were not followed up sufficiently thoroughly 
for inclusion. 

It is stressed that conservative treatment and adenoidec- 
tomy should be tried in all cases before resorting to 
irradiation. .- Basil A. Stoll 


518. Importance of Classification and Late Results of 


Treatment of Epitheliomata of the Maxillary Sinuses 
(Excluding Those of the Ethmoid and Nasal Fossae) 
by X Rays Alone. (Les épithéliomas du sinus maxillaire 
supérieur (4 l’exclusion de ceux de l’ethmoide et des 
fosses nasales). Importance de la classification topo- 
graphique. Résultats éloignés obtenus par roentgen- 
thérapie seule) 

F. Bactesse. Bulletin de Il’ Association Francaise pour 
l’ Etude du Cancer {Bull. Ass. frang. Cancer| 36, 277-284, 
1949. 2 figs. 


The chief purpose of this paper is to stress the impor- 
tance of knowing the exact site of origin of malignant 
neoplasms of the maxillary sinus and of their spread; 
emphasis is laid on the importance of radiography of the 
base of the skull. The usual classification is simply 
into those arising in the upper or the lower part of the 
sinus, but a more exact subdivision is important for 
several reasons. (1) It gives an indication of the site of 
secondary deposits in lymph nodes (tumours of the 
lower and inner walls invade submaxillary nodes, while 
tumours of the upper wall and ethmoidal region may also _ . 
invade pre-auricular nodes). (2) Prognosis depends to 
some extent on the site of origin. (3) Histologically, 
growths of the inner wall invading the nasal fossae tend 
to be of rarer type, such as lymphosarcoma. 

Extensive neoplasms may not be readily classifiable. 
Five topographical types of origin are defined. In order 
of frequency they are: (1) Floor (45 cases). Dif- 
ferentiation from primary alveolar growths may be 
difficult, the criterion being radiological invasion; 
tomography is essential. (2) Supero-medial (24 cases) at 
the ethmoid junction, with secondary invasion of the 
latter. (3) Roof (19 cases). These may invade the 
malar bone or the floor of the orbit; the prognosis in 
the former case is relatively good, in the latter very poor. 
(4) Endocavitary (9 cases), spreading over the mucosal _ 
lining without initial bone destruction. (5) Inner wall 
(6 cases). Radiographs of the base of the skull should be 
taken routinely; they give invaluable information about 
backward spread to the posterior wall of the sinus, the 
pterygo-maxillary fossa, and pterygoid wings. 

Out of a total of 103 cases, 45 were treated by x rays 
alone (1929-44); 14 survived for a minimum of 5 years. 
Best results were in tumours arising on the floor of the 
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sinus (9 out of 24), especially “ limited *’ cases without 
metastases in lymph nodes; tumours in all other sites 
were “extensive”. [Full technical details of treatment 
are not given.] Small fields are used, great care being 
taken in centring to dvoid ocular complications; usually 
two fields are used on the affected side and one from the 
opposite side; high doses are given (about 4,000 r per 
field) by protracted fractionation. J. Walter 


519. Stricture of the Mesopharynx as a Late Conse- 
quence of Radiotherapy of the Upper Respiratory and 
Alimentary Tracts. (Mesopharynxstriktur als Spat- 
veranderung nach R6ntgenbestrahlung von Krebsen der 
oberen Luft- und Speisewege) 

H. STEINMANN. Oncologia (Oncologia, Basel] 2, 217- 
232, 1949. 10 figs., 9 refs. 


Ten cases of mesopharyngeal stricture are described, 
out of a total of 200 cases of treated neoplasms of the 
pharynx; this complication has scarcely been mentioned 
in previous literature, possibly because of the long 
period of observation needed. The sites of the primary 
tumour were mesopharynx, 5; epipharynx, 3; hypo- 
pharynx, 2; the site of the stricture is constantly at the 
junction of the mesopharynx and hypopharynx, at the 
level of the tip of the epiglottis. Three stages of develop- 
ment are recognized, beginning with formation of folds 
in the lateral walls or swelling and shortening of the 
normal folds, such as the pharyngo-epiglottic; next, 
slight stenosis appears, with symptoms always more 
pronounced than the objective findings; finally, ana- 
tomical stenosis becomes obvious, resulting in one case 
in a lumen no wider than a pencil. The latent interval 
before onset of dysphagia was very variable, from 14 to 
10 years, with structural changes apparent later, at 
2 to 13 years. 

In no case was the outcome fatal, though tracheotomy 
was necessary in one case and regular dilatation with 
bougies in another. The distinction from recurrence is 
important; radiological examination with a contrast 
medium is helpful, showing a constant notching in the 
pharyngeal wall. In these cases no recurrence was seen 
in association with the strictures. The doses of deep 
x rays used were always high, the lowest being 7,155 r 
in 31 days, the next 7,722 r in 24 days; the rest ranged 
from 8,000 to 13,000 r. The constancy of the level of the 
stricture cannot be due to the site of the growth, but must 
have an anatomical basis; it is attributed to the relative 
lack of support of the middle of the pharynx compared 
with the upper and lower ends of that organ. 

J. Walter 


520. Roentgen Therapy of Thrombophlebitis 

Cc. R. Sneap, J. Lasner, E. L. JENKINSON, and 
G. pe TAKATS. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.| 141, 967-969, Dec. 3, 1949. 
16 refs. 


A series of 100 cases of thrombophlebitis of the 
extremities were treated with x rays. It is claimed that 
small doses of x-rays help to relieve the oedema of the 
affected part, raise the level of y-globulins in the blood 
by destruction of lymphocytes, and produce a reflex 


hyperaemia in the area treated. The authors put forth 
their theories of the mode of action of radiotherapy, but 
admit that they are not yet generally accepted. They do 
not claim that radiation has any effect on the thrombus 
itself. 

They classify their cases under six headings. (1) Of 
30 patients with thrombophlebitis in superficial vari- 
cosities 24 were successfully treated, in 4 cases the result 
was doubtful and in 2 treatment failed. (2) Thrombo- 
phlebitis in superficial veins collateral to deep venous 
thrombosis was treated in 17 cases; success was obtained 
in 15 and in 2 the results were doubtful. (3) Thrombosis 
of the deep veins of the calf and resultant oedema were 
treated in 18 cases with a favourable result in 15, a 
doubtful result in 2, and failure in 1. (4) Of 5 cases of 
thrombo-angiitis obliterans 4 responded to x-ray therapy. 
(5) Ilio-femoral thrombosis (white leg) was treated in 
12 cases, with success in 11 and a doubtful result in one. 
(6) Of 18 cases of thrombophlebitic induration of the 
lower leg 16 were improved, in 2 the result was doubtful, 
and in 1 case treatment failed. 

The authors stress the importance of not using too 
large doses and suggest an average of 3 doses each of 


—80 to 100 r to a 200- to 400-sq. cm. field with conven- 


tional deep therapy apparatus (200 kV). 

[The beneficial action of small doses of x rays on the 
inflammatory component of any disease is well recog- 
nized, but, as the authors themselves state, whether it has 
any effect on thrombosis is an open question. It is also 
doubtful whether the use of x-ray therapy, which necessi- 
tates the transfer to and fro of patients in a condition 
where immobility is usually recommended and where 
chemotherapeutic aids are available, is justified.] 

R. D. S. Rhys-Lewis 


521. Fetal Tolerance to Roentgen Rays. A Case 
Report 

A. A. Hospss. Radiology [Radiology] 54, 242-246, 
Feb., 1950. 3 figs., 11 refs. 


The author describes the case of a pregnant woman who 
was given deep x-ray therapy to the sacrum and right 
ilium for metastasis from a carcinoma of the breast. 
A tumour dose of 900 r was given in 14 days through 
two 15-cm. portals. Three months later a further 
375 r was given in 4 days, the patient being now in her 
5th month of pregnancy. At the 8th month she was 
delivered by Caesarean section of a healthy male child. 
Soon after delivery the metastasis healed. However, 
the mother died about a year later from multiple 
metastases. When last seen the child was 16 months 
old and appeared, mentally and physically, to be normal. 

‘ F. M. Benton 


522. Radiotherapy of Acne Vulgaris: 
Tests of Treatment Technics 

H. QuastLer. Radiology [Radiology] 54, 247-256, 
Feb., 1950. 10 refs. 


The author investigated the effect of varying the 
quality, dose, and interval between irradiation on the 
response of acne vulgaris. He has used a method of 
assessing results of three such variables, called “* factorial 
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design’, which to the British reader might be more 
familiar as a form of permutation. 

He deduces that the most important factor is the 
frequency of treatment and suggests doses of four times 
30 r on alternate days as the optimum course. With 
higher doses the rest of the radiation is wasted and 
advantage can be taken of the lower dose to give more 
frequent treatments. Alteration of quality had no 
noticeable effect. Frank Batley 


See also Section Endocrinology, Abstract 685. 
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523. Epituberculosis After Childhood. (Uber Epi- 
tuberkulose jenseits des Kindesalters) 

W. Simrock. Fortschritte auf dem Gebiete der Roént- 
genstrahlen (Fortschr. Réntgenstr.] 72, 289-308, Jan., 
1950. 17 figs., bibliography. 


Epituberculosis always related to tuberculous 
lymphadenitis and lymphoma of the hilar nodes, was 
previously associated with childhood tuberculosis only. 
In recent years, however, more and more “ primary ”’ 
and “ childhood ” forms of pulmonary tuberculosis have 
been encountered in adolescents as well as in young 
adults. 

According to the author there are four criteria for 
classifying a lesion as epituberculosis: (1) Localization, 
shape, structure, reversibility of the parahilar shadow. 
(2) Simultaneous presence of tuberculous hilar lymph 
nodes. (3) Manifestation of the lesion during the 
generalization phase of tuberculosis. (4) Benignity 
and reversibility of the lesion, which does not tend to 
caseate. 

The density of the shadows may be intense or light, but 
usually decreases towards the periphery, where the lesion 
is more or less radio-transparent. In the course of a 
few weeks emphysematous areas—often cavity-like 
bullae—develop at the periphery of the lesion. 

Epituberculosis may be a manifestation of Ranke’s 
secondary stage with generalization and haematogenous 
spread, allergic phenomena, pleurisy, and erythema 
nodosum, or may be directly connected with the primary 
complex (** proliferative *’ primary complex of Naumann). 
Perifocal lymphadenitis after primary infection may lead 
to bronchial obstruction with atelectasis. The appear- 
ance of erythema nodosum sometimes clinches the 
diagnosis. Another possibility is that there is a peri- 
focal inflammation due to a transient “ hyperergic 
infiltration ’’, which is probably nothing but an allergic 
oedema of the perihilar area. In adults—in contrast to 
children—the atelectasis is usually confined to a broncho- 
pulmonary segment. 

[The varying definitions and the different aetiological 
explanations of the “* epituberculosis syndrome ”’ do not 
point to a definite clinical or pathological entity. It 
would seem well to abandon the term “ epituberculosis ”” 
and to attempt in every case to arrive at a correct diag- 
nosis with the aid of bronchoscopy.] 

E. G. W. Hoffstaedt 


524. Cavitary Disease of the Lungs. (Due to Less 
Frequent Etiological Factors) 

J. STEIN and A. SHEINMEL. Radiology [Radiology] 54, 
219-226, Feb., 1950. 8 figs., 7 refs. 


In 5 cases of cavitary lung disease reported by the 
authors, the aetiological agents were, respectively: 
(1) Hodgkin’s disease; (2) coccidioidomycosis; (3) 
aspergillosis; (4) foreign body; and (5) adenoma of the 
bronchus. In none of these cases was the diagnosis 
reached before thoracotomy, and it is unlikely to be made 
in similar cases from the x-ray appearances of the cavities 
alone except possibly in the case of coccidioidomycosis, 
in which the cavities are characteristically thin-walled, 
resembling cysts or blebs. L. G. Blair 


525. Radiological Appearance of the Lungs in Epidemic 
Influenza. (Uber Lungenverschattungen bei Grippe) 

R. GLAuNeR and E. Frees. Fortschritte auf dem 
Gebiete der Réntgenstrahlen (Fortschr. Réntgenstr.] 
72, 282-288, Jan., 1950. 5 figs., 15 refs. 


The pneumonic infiltrations encountered in an 
influenza epidemic during the winter of 1948-9 are 
discussed. Out of a series of 30 cases 5 typical ones are 
described and illustrated by radiographs. The following 
types of lesion are distinguished: (1) Not very dense 
shadows near to, or in connexion with, the hilum. 
There may be infiltrations appearing as dense striations 
(peribronchial infiltrations, interstitial pneumonia), or 
homogeneous shadows of ground-glass appearance. 
(2) Dense, cloudy, or patchy infiltrations without relation 
to the hilum. Most of the cases described could be 
identified bacteriologically as cases of virus influenza. 
None was associated with eosinophilia or presence of 
cold agglutinins. Differential diagnosis is from Q fever, 
L6éffler’s eosinophilic infiltrate, early tuberculous infiltrate, 
tumour atelectasis, actinomycosis, and syphilis. The 
common factor between these virus pneumonias and other 
** atypical pneumonias’ is the transient nature of the 
shadows, though they may take 3 weeks or more to 
resolve either completely or with persistence of a scar. 

[The differential diagnosis of pneumonic 
infiltrations will ultimately rest on bacteriological and 
biological tests and on the clinical picture and course of 
the disease rather than on any particular radiological 
pattern.] E. G. W. Hoffstaedt 


526. Kymographic Demonstration of the Systolic 

Expansion of the Left Auricle in Mitral Disease. (Mise 

en évidence par la radiokymographie de l’expansion 

systolique auriculaire gauche, au cours des cardio- | 

pathies mitrales) 

= Routier, R. HEIM DE BALSAC, and L. ALESSANDRIS. 
ine des Hépitaux de Paris [|Sem. Paris] 26, 
—71, Jan. 6, 1950. 8 figs., 22 refs. 


“ authors describe the use of radioscopy and 
kymography in the demonstration of systolic expansion 
of the left auricle in 190 cases of mitral disease. They 
attribute the auricular expansion to regurgitation of 
blood during ventricular contraction. 

The systolic auricular expansion was particularly 
marked in cases of arrhythmia and in the presence of 
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ventricular enlargement, and was observed both in the 
presence of a systolic bruit and in cases of clinically pure 
mitral stenosis. On the other hand, a systolic bruit 
might be present without demonstrable auricular 
expansion, the absence of which does not, therefore, 
exclude mitral regurgitation, which may be insufficient 
to dilate the auricle but nevertheless be sufficient to 
cause a vibration of the valves which manifests itself in 
the bruit. However, the extent of the auricular expansion 
when present provides a rough indication of the volume 
of blood regurgitated and may thus serve as a guide in 
the assessment of progress. A. Orley 


527. The Radiological Picture after Pericardectomy. 
(Das Réntgenbild nach Pericardektomie) 

H. ANACKER. Fortschritte auf dem Gebiete der Rént- 
genstrahlen (Fortschr. Réntgenstr.] 72, 173-180, Dec., 
1949. 12 figs., 10 refs. 


In describing his findings in the x-ray examination of 
6 successfully operated cases of calcification of the 
pericardium, the author abstains from any claim that 
generally applicable conclusions may be drawn from so 
small a series. He feels, however, justified in concluding 
that the shape and size of the heart remain unchanged 
after pericardectomy. An eventual cardiac enlargement 
may be explained by more extensive excursions of the left 
ventricle following removal of the calcified shell. Signs 
of congestion disappear. Scar tissue may, however, 
rapidly re-form. For the appreciation of the success of 
the operation when comparing the pre-operative and 
post-operative findings functional differences are more 
important than are morphological ones. 

A. Orley 


528. Tomography of the Air-Filled Ventricular System. 
(Die R6ntgenschichtuntersuchung des luftgefiillten 
Ventrikelsystems) 

H. KUHLENDAHL and H. VieTeN. Fortschritte auf dem 
Gebiete der Réntgenstrahlen (Fortschr. Réntgenstr.] 72, 
153-160, Dec., 1949. 14 figs., 12 refs. 


The combination of ventriculography and tomography 
is particularly useful in lesions of the third ventricle, 
aqueduct, and fourth ventricle, and in post-traumatic 
ventricular enlargement. The method of examination is 
briefly described and several examples are demonstrated. 

A. Orley 


529. A New Encephalographic Method of Visualizing 
Ventricles and Dilated Peripheral Spaces. (Uber eine 
neue encephalographische Methode, Hirnkammern und 
erweiterte periphere Spaltraume isoliert zur Darstellung 
zu bringen) 

H. Becker and F. RApTKeE. Fortschritte auf dem Gebiete 
der Réntgenstrahlen (Fortschr. Réntgenstr.] 72, 160-173, 
Dec., 1949. 11 figs. 


A method [claimed by the authors to be original, but 
already described in the English literature] for the 
exclusive demonstration of the cerebral ventricles only, 
by means of lumbar encephalography, is described in 
detail. The normal ventricular system can be demon- 
strated by an injection of 20 to 30 ml. of air, provided the 


head is kept inclined forward during the injection and any 
variation of the cerebrospinal-fluid pressure avoided by 
means of a very slow rate of replacement of the fluid by 
air. The injected air must not exceed the capacity of the 
ventricular system and of the cisterna cerebello-medul- 
laris. By the same method it is possible to demonstrate 
enlarged subarachnoid spaces and spaces of porencephaly, 
provided they communicate with the basal cisterns. An 
important advantage of the method is the absence of 
subsequent headache and nausea. A reversal of the 
conditions observed for the exclusive filling of the’ ven- 
tricles allows an exclusive filling of the subarachnoid 
spaces and basal cisterns, or of the cisterns if the 
quantity of the injected air is very small. A. Orley 


530. Roentgenographic Detection of Coronary Arterio- 
sclerosis 

J. E. Hasse and H. H. WriGut. American Journal of 
Roentgenology and Radium Therapy {Amer. J. Roent- 
genol.] 63, 50-62, Jan., 1950. 10 figs., 14 refs. 


A technique of multiple high-speed aimed spot roent- 
genography is described which in our experience has 
permitted detection of coronary arteriosclerosis with a 
frequency somewhat greater than that of sclerosis of the 
heart valves. In a period of approximately 24 years, 
during which every cardiac patient over the age of forty 
received the benefit of multiple spot aimed roentgeno- 
grams and kymograms, an incidence of approximately 
3% of coronary arteriosclerosis was demonstrated during 
which time approximately 1-5°% showed sclerotic valves 
or annuli. 

Our youngest patient with well-defined coronary 
arteriosclerosis was a female aged 53. Approximately 
one-third of the group was in the 50- to 60-year age 
group 

Based on our experience with the above roentgeno- 
graphic technique we find nearly twice as many cases of 
coronary arteriosclerosis as might be found by routine 
searching with roentgenoscopy only. These cases, 
pathologic processes of lesser degree, found in the 
50- to 60-year age group, are probably more important 
clinically than the advanced degrees of sclerosis seen in 
the 70- to 80-year age group which may usually be seen 
and identified by roentgenoscopy. The final evaluation 
of the significance of the roentgen finding of coronary 
arteriosclerosis must be based on careful clinical 
considerations.—[Authors” summary.] 


531. The Results of Radiology in 1700 Cases of Peptic 
Ulcer Examined During the War and Post-war Periods. 
(Ergebnisse der R6ntgenuntersuchung von 1700 Ulkus- 
fallen in Kriegs- und Nachkriegszeit) 

W. KrAmer and H. Sarre. Deutsche Medizinishe 
Wochenschrift [Dtsch. med. Wschr.] 75, 69-71, Jan. 13, 
1950. 5 figs., 19 refs. 


Between January, 1943, and June, 1946, 40,000 patients 
were examined radiologically in Frankfurt University 
medical clinic and 5,000 of them had barium meals. 
In 1,701 cases an ulcer was found (gastric in 895 and 
duodenal in 806). Ina further 216 patients the duodenal 
cap was deformed and scarred. During the last 3 years of 
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the war the percentage of gastric ulcers diagnosed 
doubled, whereas the percentage of duodenal ulcers fell 
by one-half. Hence the duodenal ulcer : gastric ulcer 
ratio shifted from 1°87 : 1 to0-37: 1. In the first half of 
1946, despite the fact that the food situation was worse 
than ever, the ratio shifted the other way again to 1-15 : 1. 
The monthly incidence showed the usual March peak for 
peptic ulcer, with a second peak in September and 
October for gastric ulcer only. [Variations in the age 
and sex distribution of the population at risk are un- 
fortunately not considered, neither is the even more 
important fact that different radiologists have different 
criteria of diagnosis and these criteria change.] In men 
there were 563 gastric ulcers to 552 duodenal and in 
women there were 185 to 155. Histograms show the 
age distribution for both types of ulcer, and for small, 
medium-sized, and large gastric ulcers. The peak 
incidence of duodenal ulcer is in the age group 31 to 40 
and that for gastric ulcer from 41 to 60. The peak for 
small gastric ulcers is at 31 to 50, for medium ones at 
41 to 60, and for large ones at 61 to 70. During the 


_war the increase in gastric-ulcer incidence was mainly 


due to large-sized ulcers just below the cardia and on the 
posterior wall. These occurred in elderly subjects with 
no previous history of indigestion. In agreement with 
other German gastro-enterologists the authors consider it 
justifiable to speak of this type of ulcer as the ** war type ” 
of ulcer, and psychological factors are held to be 
important. 

[As a result of the war the staff at German university 
clinics dealt with many elderly patients engaged on 
war work, who would previously have been treated 
in municipal hospitals. As a _ result university-clinic 
radiologists became familiar with what most English 
radiologists would consider the common type of gastric 
ulcer. Whether this is the whole explanation is doubtful. ] 

Denys Jennings 


532. Double Balloon Double Contrast Studies of the 
Stomach 

H. B. BENJAMIN. Military Surgeon [Mil. Surg.] 106, 
134-138, Feb., 1950. 5 figs., 10 refs. 


A new technique of double-contrast gastric radic- 
graphy is described, which differs from previous balloon 
methods in two respects: (1) The contrast material is 
unusually dilute, consisting of ** a heaping tablespoonful 
of barium” suspended in water to which 5 ml. of 
“zephiran chloride” [a wetting agent] is added, the 
combination being well mixed with an electric mixer to 
5 times its previous volume. (2) The mixture, ‘instead 
of being swallowed, is injected through a double lumen 
tube into the outer of two concentric balloons, from 
which it finds its way through numerous perforations to 
the gastric mucosal folds, the inner balloon being 
distended with air. The author claims that by this 
device puddling of the barium is avoided and an even 
thin coating is produced. 

[Only radiographs of normal stomachs are illustrated 
and the quality of the reproductions is not sufficiently 
good to decide whether the mucosal fold pattern is well 
shown or not. The abstracter has experimented with 
various devices of this type and is sceptical of their value. 


RADIODIAGNOSIS 139 


It is impossible to intubate every patient requiring a 
barium meal or even every patient over the age of 40; 
and in most cases where a carcinoma of the upper pole 
of the stomach is considered at all probable exploratory 
laparotomy is advisable.] Denys Jennings 


533. The Nature of Fictitious Polyps in the Colon 

C. A. STEVENSON, R. D. Moreton, and E. M. Cooper. 
American Journal of Roentgenology and Radium Therapy 
[Amer. J. Roentgenol.] 63, 89-94, Jan., 1950. 8 figs., 
3 refs. 


Shadows, to which the authors refer as fictitious 
polypi, observed in double-contrast radiographs of the 
colon, are largely due to air-bubbles formed by the 
introduction of air through the fluid barium during the 
double-contrast examination. Particles of non- 
hydrolysed castor oil, mineral and vegetable oil, and fats 
which are liquid at body temperature may also simulate 
polypi. The authors were able to produce fictitious- 
polyp images in the human subject and in an artificial 
rubber colon. 

The authors give the criteria for the differentiation 
between fictitious and true polypi and indicate methods 
of minimizing the formation of the fictitious polypi. 

A. Orley 


534. The Duodenal Sound in Cholecystography. (El 
sondeo colecistografico) 

B. VARELA FUENTES, °L. ZUBIAURRE, J. VARELA LOPEZ, 
and G. MARTINEZ PRADO. Prensa Médica Argentina 
[Prensa méd. argent.] 37, 13-32, Jan. 6, 1950. 12 figs., 
23 refs. 


Cholecystography has been used to obtain evidence of 
organic alterations in the gall-bladder, but use of the 
duodenal sound gives more detailed information of the 
functional state of the gall-bladder and its sphincters. 
Abnormalities of the latter are frequently the origin of a 
dyskinesia. The authors describe the technique of 
passing a duodenal sound on patients in whom a visible 
cholecystogram can be obtained, and then taking a series 
of cholecystograms at definite intervals. Twelve cases 
are described in detail, the results are discussed, and 
their value is assessed. René Méndez 


535. Electrokymography—an Appraisal of its Present 
Clinical Status 

J. L. Lewis and L. L. Terry. Annals of Internal Medi- 
cine: {Ann, intern, Med.] 32, 36-51, Jan., 1950. 15 figs., 
16 refs. 


536. A Serious and Hitherto Unreported Abdominal 
Complication of Aortography. (Une complication abdo- 
minale grave et inédite de l’'aortographie) 

R. Joyeux, A. Courty, A. Biscaye, G. CARLI, and 
M. LisBoNNE. Semaine des Hépitaux de Paris [Sem. Hép. 
Paris] 26, 152-154, Jan. 14, 1950. 3 figs., 1 ref. 


See also Sections Paediatrics, Abstract 589; Cardio- 
vascular Disorders, Abstract 619; Disorders of the 
Blood, Abstract 650; and Respiratory Disorders, 
Abstract 659. 
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EXPERIMENTAL 


537. The Circulation of Ascitic Fluid. Interchange of 
Plasma and Ascitic Fluid Protein as Studied by Means 
of C'4-labeled Lysine in Dogs with Constriction of the 
Vena Cava 

F. W. McKee, W. G. Witt, R. E. Hyatt, and G. H. 
Wuiep.e. Journal of Experimental Medicine [J. exp. 
Med.] 91, 115-122, Feb., 1950. 3 figs., 13 refs. 


Dogs which had been bled and maintained on a low- 
protein: diet were fed with lysine containing radioactive 
C4 in the epsilon position. The “ tagged ” serum which 
resulted, together with anticoagulant, was used in the 
experiment described below at the University of 
Rochester Medical School. 

Ascites was produced by constricting the inferior vena 
cava with an aluminium band. The dogs were given 
sodium chloride before and during the experiment in 
enteric-coated capsules, together with a high-protein diet. 
In two animals 120 and 130 ml. of ascitic fluid was 
replaced by a similar amount of “ labelled” serum. In 
one dog 35% of the radioactive material was absorbed 
from the ascitic fluid in 48 hours and in the other 40% 
was absorbed in 70 hours. The largest amount of 
transfer seemed to occur in the second half of the first 
24 hours. The rate of transfer was estimated by regular 
paracentesis and estimation of the radioactivity of the 
sample, with total removal of ascitic fluid at the end of 
the experiment to discover the volume of the ascites. 
The animals were weighed daily throughout the experi- 
ment. ‘ 

In the third dog 163 ml. of “ tagged ”’’ plasma was 
injected intravenously and the blood and ascitic fluid 
were examined for radioactivity. The results showed a 
rapid rise in labelled-protein content of ascitic fluid in 
the second half of the first 24 hours and thereafter a more 
gradual change. After 70 hours 31% of the injected 
serum was present in the ascitic fluid and 11% in the 
plasma, leaving 58% unaccounted for in the extra- 
vascular protein sites. Peter Harvey 


538. beta-Glucuronidase Activity of the White Blood 
Cells in Human Leukemias and Hodgkin’s Disease 

A. J. ANLYAN, J. GAMBLE, and H. A. Hoster. Cancer 
[Cancer] 3, 116-123, Jan., 1950. 1 fig., 8 refs. 


The f-glucuronidase activity of the buffy coat, 
separated by a new method from human whole blood, 
has been determined by standard methods. A range of 
glucuronidase activity (1,000 to 3,000 units per g. of 
buffy coat) has been established for normal human 
subjects, patients with diseases other than cancer, and 
patients with malignant conditions other than leukaemia. 
In a small series of patients with chronic lymphatic or 
chronic myelogenous leukaemia the enzyme activity was 


found to be well below this range, and to rise to the _ 


normal range on successful treatment; in cases of 


Hodgkin’s disease and acute lymphatic leukaemia the . 


range of £-glucuronidase activity was normal, but in 
acute myelogenous leukaemia very high values were 
obtained. L. A. Elson 


539. Thermal Coagulation of Serum Proteins in Cancer, 
in the Postoperative Phase of Surgery, and in the Admini- 
stration of Adrenocorticotropic Hormone 

O. BopDANsky and G. F. McINNeEs. Cancer [Cancer] 3, 
1-14, Jan., 1950. 5 figs., 28 refs. 


Huggins, Miller, and Jensen (Cancer Res., 1949, 9, 
177; Abstracts of World Medicine 1949, 6, 676) de- 
scribed a thermal coagulation test in which the lowest 
concentration of total serum protein which coagulated 
under standard conditions was quantitatively estimated. 


' A somewhat higher concentration appeared necessary 


for the sera from patients with cancer than for the sera of 
patients with non-neoplastic diseases, including tuber- 
culosis. Even clearer differences were found by a 
modification of the process in-which the concentration 
of iodoacetate necessary to inhibit coagulation was 
measured and the results expressed as an “ iodoacetate 


index ” ( lodoncetate x 4 An index of 
protein in g. per 100 ml. serum 


9 or less was found for the sera of 97% of patients with 
cancer, whereas only 17% of sera from patients without 
cancer and none from normal individuals showed an 
index.of less than 9. 

The present authors used these techniques in a study of 
the sera from 137 patients with cancer, 68 without cancer, 
and 68 healthy persons, paying special attention to the 
variations associated with different types of tumour and 
the degree of their development, the effect produced by 
operative removal, and the influence of the administra- 
tion of adrenocorticotrophin (ACTH) or of compound E. 

The details of technique described by Huggins, Miller, 
and Jensen were followed closely, with slight changes to 
improve reproducibility; for example, in testing for 
coagulation the surface film was detached by ringing the 
coagulum to a depth of 2 to 3 mm. with a fine glass rod. 
The range of iodoacetate concentrations was extended on 
both sides of that used by Huggins, Miller, and Jensen, 
which proved too narrow for some specimens of serum. 
The results are expressed in a figure showing the distribu- 
tion of iodoacetate indexes for the three groups studied. 
No healthy person showed an index of less than 8-9 and 
the mean value was 12-19. Of patients with diseases 
other than cancer 6% had an index less than 8-9 with a 
mean value of 11-35. With patients with cancer the 
index was more variable, from 0 to 32, and 26% had an 
index of 8-9 or less, which contrasts unfavourably with 
the figure of 97% found by Huggins, Miller, and Jensen. 
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On the assumption that patients in hospital would have 


@ancer in a more advanced stage than those attending 


out-patient clinics, the index was estimated in 79 of the 
former group and 58 of the latter; the results suggested a 
significant association between a low index and an 
advanced stage of the disease. 

To determine the effect of surgical operation on serum 
thermal coagulability the index was measured on 
18 patients pre- and post-operatively. In 15 cases the 
post-operative value was lower and in many instances 
fell to one-third or less of the pre-operative index. It 
was concluded that the magnitude of the decrease 
depended on the extent of the operative procedure; a 
rise to pre-operative levels occurred during the second 
week after operation. 

The reported effects of ACTH on protein metabolism 
led to an investigation of the index in 4 patients who had 
been treated with ACTH and | patient who had received 
compound E. The index fell in all cases, but tended to 
rise again when hormone administration was dis- 
continued. 

On the basis of these data, and on consideration of 
the physico-chemical properties of serum proteins, it is 
concluded that measurement of the iodoacetate index is 
unsuitable for use as a diagnostic test for cancer, and that 
the decrease in thermal coagulability found in many cases 


‘ of cancer is non-specific but reflects the severity of in- 


jurious stimuli such as inanition, associated infection, 
tissue necrosis, or great and protracted pain. 
H. G. Crabtree 


540. The Effect of Neoplastic and Allied Diseases on the 
Concentrations of the Plasma Proteins 

G. B. Muper, E. L. ALLING, and J. J. MorRTON. Cancer 
[Cancer] 3, 56-65, Jan., 1950. 14 refs. 


A systematic study was made of the concentration of 
plasma proteins in patients with cancer to discover 
whether a characteristic change in their distribution is 
apparent and, if so, whether the effect is constant for 
specific types of cancer. 

Plasma was analysed electrophoretically in the Tiselius 
apparatus in “ veronal”’ buffer at pH 8-5 and ionic 
strength 0-10. A table shows the mean concentrations 
of total protein, albumin, «,-, %»-, B-, and y-globulins, 
and fibrinogen found in normal adults and patients with 
localized, moderately advanced, or late stages of cancer 
at various sites. 

The total protein concentration in the plasma of all 
classes of patients with cancer was almost constant and 
similar to that of normal adults, small differences having 
no statistical significance. On the other hand, the 
distribution of the components varied considerably. 
Albumin concentration decreased progressively with the 
advancement of the disease, but the concentrations of 
%-, X»-, B-, and y-globulins and of fibrinogen increased 
significantly. The data are re-calculated, showing (a) 
the plasma protein fractions expressed as a percentage 
of the total protein; (+) globulin fractions expressed as a 
percentage of total globulin. From (4) it is deduced that 
there is no difference between the distribution of the two 
«-globulins in plasma from normal subjects and patients 
with cancer, that a significant fall in the proportion of 
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B- and y-globulin concentrations occurs in late cases, and 
that an increase in the fibrinogen fraction contributed to 
the globulins is general. __ 

Plasma protein concentration was determined at 
intervals in some cases; this revealed that the progress of 
the disease is associated with a fall in the total protein 
content, and conversely, that the value increased with 
clinical improvement. 

The changes described were common to all the types of 
cancer studied—carcinoma of breast, colon, and stomach, 
and lymphomata and allied diseases. H. G. Crabtree 


541. Evaluation of Diagnostic Tests for Cancer. 
III. Inhibition of Thermal Coagulation of Serum by Iodo- 
acetic Acid (The Huggins—Miller—Jensen Test) 

F. Homspurcer, P. H. Preirrer, O. PAGE, G. P. RIZZONE, 
and J. BeNottiI. Cancer [Cancer} 3, 15-25, Jan., 1950. 
4 figs., 7 refs. 


Methods for the determination of the thermal coagu- 
lability of the serum proteins elaborated by Huggins, 
Miller, and Jensen (Cancer Res., 1949, 9, 177) and Jater 
modified by them have been used to investigate their 
potential value for the diagnosis of cancer. The tech- 
niques described in their two communications are 
referred to as the ** old method ”’ and the “* new method ” 
respectively. 

A total of 536 tests was performed on the blood of 
415 patients with cancer or other chronic diseases, and 
control estimations were made on a group of healthy 
young adults. To assess the reproducibility of the test, 
observations were made by different workers on one and 
the same specimen and the influence of other factors— 
temperature variations, length of contact of iodoacetate 
with serum—was studied. The end-points by both 
methods were greatly affected by varying temperatures 
in the room and the water-bath, and neither method was 
reproducible with certainty with different samples of 
serum from the same patient. 

The distribution of the “* iodoacetate indexes ”’ (I.I.) 
in normal individuals and patients with chronic diseases 
and with cancer is shown graphically and the data are 
summarized below. The original observations of 
Huggins, Miller, and Jensen suggested 8-9 as the index 
most suitable as a baseline for differentiating the majority 
of specimens of sera ‘obtained from patients with cancer 
from others. 


Old Method New Method 
LI. 8-9 LI. less LI. 8-9 | LI. less 
or over | than 8-9 | or over | than 8-9 
Normal subjects 34 13 46 0 
Chronic non- 
malignant 
disease SF 33 75 23 7 
Cancer. . 6 95 11 40 


The authors anticipate that a higher percentage of 
results would probably be found if the test were used in 
cases of early cancer. 
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“* The cautious conservatism of the originators of the 
iodoacetate index has been well justified and its promo- 
tion as a diagnostic tool is to be deplored. In its present 
form this procedure is useless and confusing as a 
diagnostic test for cancer.” H. G. Crabtree 


542. Investigation of the Paramecium Toxicity Test for 
the Detection of Human Malignant Tumours 

R. W. EGAN. Cancer [Cancer] 3, 26-31, Jan., 1950. 
2 figs., 17 refs. 


The biological test for malignant tumours in human 
subjects proposed by Roskin and Nastiukova depends 
upon the observation that the toxic effect of sera from 
patients with cancer on the fission and survival of Para- 
mecium caudatum is greater than that of sera from 
normal persons or patients with conditions other than 
cancer. They claimed success in detecting malignant 
neoplasms in 85% of cases. A repetition of this work is 
described here. 

The wide variation in behaviour between the in- 
dividuals in a mass culture of paramecia was minimized 
by using the descendants from a single animal. Even 
so, the rate of fission varied with the concentration of 
serum used, and serum from any source whatever proved 
toxic when the concentration exceeded 5%. Sera diluted 
with tap-water to 1-25, 1-85, 2-5, and 3-74°% were there- 
fore used in each test. Since the rate of fission varied 
from day to day in dilutions of the same serum, absolute 
values were unobtainable, but the relative toxicity was 
measured in a 24-hour period by using sera from normal 
persons as controls and keeping all other experimental 
conditions identical. 

Diluted serum, 0-2 ml., was placed in the concavity 
of a hanging-drop slide, one or two animals were added, 
and the whole was incubated in Petri dishes under humid 
conditions at 30-5° C. for 24 hours, when the number of 
viable paramecia was counted; 36 paramecia were used 
for each serum tested, 9 for each dilution. The results 
are expressed as a “ relative vital index *’, which shows the 
percentage difference of survival of paramecia in the 
unknown and control sera. 

A graph shows how the survival rate and rate of 
fission fall with increasing concentration of sera from any 
source, and also the relatively greater toxic effect of sera 
from cases of malignant neoplasm, when compared with 
sera from patients without cancer or healthy persons. 
A histogram, based upon the relative vital indices found 
for 63 unknown sera, clearly shows this differential toxic 
action, and illustrates a correct diagnosis in 89% of cases. 
The findings of Roskin and Nastiukova were thus 
confirmed and the author suggests further intensive study 
of this potential diagnostic test for malignant disease. 

H. G. Crabtree 


543. Studies on the Effect of Low Temperatures on the 
Transplantability of Normal and Neoplastic Tissue 

H. T. BLUMENTHAL, L. B. WaALsH, and D. Greirr. 
Cancer Research [Cancer Res.] 10, 205, April, 1950. 


Tumour cells (sarcoma 37) of mice and thyroid-gland 
tissue of guinea-pigs survive freezing at —190°C., as 
shown by autotransplantation after refrigeration. These 


findings do not disprove the possibility of a viral trans- 
mission of neoplastic disease, but rather show that the® 
criteria used for determining whether or not this mode 
of transmission obtains must be more strictly defined. 
G. M. Findlay 


MORBID ANATOMY 


544. The Effect of Streptomycin upon the Pathology of 
Tuberculous Meningitis 

W. J. WINTER. American Review of Tuberculosis [Amer. 
Rev. Tuberc.) 61, 171-184, Feb., 1950. 12 figs., 9 refs. 


Twelve fatal cases of streptomycin-treated tuberculous 
meningitis were studied histologically, together with 
30 untreated control cases from the pre-streptomycin 
period. 

The pathological changes in the leptomeninges, 
meningeal arteries, brain substance, and ependyma of 
the ventricles were compared. Streptomycin converts 
the early acute changes observed in the controls into a 
form of chronic tuberculous meningitis with formation 
of fibrocellular tubercles and often marked fibrosis. 
Fibrous organization of the basal exudate gives rise to 
hydrocephalus of the communicating type. The vascular 
changes in the streptomycin-treated cases had had time to 
become progressive, with considerable narrowing or 
obliteration of the lumen. Ischaemic softening, most 
commonly seen in the basal ganglia and internal capsule, 
was present in 9 of the 12 cases, in contrast to only | out of 
30° controls. The ependyma of the ventricles was 
invariably involved and in the chronic cases showed a 
granular appearance with small subependymal tubercles 
and marked gliosis. Spinal block may develop at the 
site of the intrathecal injections because of organization 
of exudate. 


The cases could be divided into three groups: (1) more 


acute meningitis, death within 2 months, no evidence of 
clinical improvement; (2) subacute disease, death after 
3 to 4 months, short intervals of remission; (3) chronic 
tuberculous meningitis, improvement lasting for several 
months. In the first group marked cerebral Gedema and 
in the second and third groups hydrocephalus were 
prominent features at the time of death. EF. Nassau 


545. Diffuse Cystic Lungs of Granulomatous Origin. A 
Histological Study of Six Cases 

G. J. CUNNINGHAM and T. PARKINSON. Thorax [Thorax] 
5, 43-58, March, 1950. 15 figs., 37 refs. 


Detailed histological studies on 6 cases of honeycomb 
lungs are reported, and brief clinical records of the 
patients are given. All cases showed a granulomatous 
process in the walls of the cysts and in the intercystic 
spaces. In the acute phase this process was charac- 
terized by a highly cellular histiocytic response, and in 
the chronic phase by widespread fibrosis. In the inter- 
mediate stages, foamy macrophages were present in large 
numbers, sometimes being the predominant cell. It is 
suggested that the cystic spaces are produced by weaken- 
ing of the walls of the smaller bronchioles as a result of 
granulomatous infiltration. In the present material the 
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distinction between cysts of alveolar and bronchiolar 
origin is impossible. The nature of the granulomatous 
process is discussed.—[Authors’ summary.] 


546. The Septic Abortion Kidney 

J. P. Wyatr and H. GOLDENBERG. American Journal 
of Obstetrics and Gynecology [Amer. J. Obstet. Gynec.] 
59, 337-344, Feb., 1950. 5 figs., 19 refs. 


The authors describe (under the name of “ septic- 
abortion kidney’’) 3 fatal cases of lower nephron 
nephrosis after septic abortion. The kidneys were 
enlarged, with a few petechial haemorrhages under the 
capsule; the cortex was pale yellow and swollen, the 
medulla chocolate-red. Microscopically, there was 
marked tubular degeneration, but the glomeruli were 
unaffected. Casts were numergus in the tubules, most 
of them being of haematin but some leucocytic and 
epithelial. 

The more usual causes of lower nephron nephrosis are 
those associated with the “crush syndrome’’, which 
occurs in a wide variety of clinical conditions. 
Essentially, however, the common factor is one of massive 
destruction of tissue or blood, followed by acute renal 
insufficiency. Although this type of nephrosis is not 
uncommonly reported after septic abortion, the part 
played by sepsis in its production is not easy to assess, 
and tissue destruction, haemolysis, and shock all seem 
more important. 

The authors contrast lower nephron nephrosis with the 
rarer (though more frequently reported) symmetrical 
cortical necrosis and an attempt is made to explain these 
two apparently diverse lesions in the light of Trueta’s 
recent work on the renal circulation. The “ medullary 
shunt ’’ is believed to occur in cases of crush syndrome, 
but presumably a limited circulation, sufficient for 
nutrition but not for glomerular function, con- 
tinues through the cortex except in extreme cases, in 
which the restriction of the cortical circulation produces 
symmetrical cortical necrosis. On the other hand, the 
theory of tubular blockage by haematin casts has not 
been disproved and the true answer may be that there is 
an interplay between the two factors of anoxia and 
haematin precipitation. But, whatever its aetiology, 
the condition should be suspected in any case of induced 
abortion with oliguria. J. L. Wright 


547. Primary Atypical Amyloidosis Due to Allergic 
Hyperglobulinemia. [In English] 

V. RiraMa and N. SAKSELA. Annales Medicinae Internae 
Fenniae [Ann. Med. intern. fenn.] 38, 188-203, 1949. 
8 figs., 16 refs. 


Amyloidosis is divisible into three groups: (1) Typical 
or secondary amyloidosis, usually secondary to some 
underlying disease, usually involving small deposits in 
the parenchymatous abdominal organs—the liver, spleen, 
kidneys, and adrenals. This type of amyloid deposit is 
easily stained. (2) Primary or atypical amyloidosis 
characterized by the presence of small or large amyloid 


foci in mesenchymal tissues—lungs, heart and other 


muscular tissues—and in skin. They are usually hypo- 
chromatic or achromatic with the stains used. (3) 
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Transitional forms which include diffuse myelomatosis 
and other tumour-like amyloid formations. 

The case is described in detail of a labourer of 50 
years of age who had been called up for military service, 
and who complained of extreme fatigue, pain resembling 
angina pectoris, and palpitations on exertion. He had 
had several attacks of pneumonia; on one occasion his 
blood pressure was 170/120 mm. Hg, later falling to 
105/60 mm. Hg, and there were associated signs of 
cardiac failure. There had been a persistent normo- 
chromic anaemia; the formol-gel reaction in the serum 
was positive in 1 minute, and in the plasma in 3; Bence- 
Jones proteinuria was not found. An electrophoretic 
estimation of the serum proteins gave the following 
readings: total protein 10-25 g. per 100 ml. (Kjeldahl); 
albumin 27%, «-globulin 7%, 8-globulin 9%, y-globulin 
57%. The sternal marrow contained 45-6% lymphocytes 
and 4% plasma cells. The patient died with signs sugges- 
tive of bronchopneumonia and congestive failure and with 
granular and hyaline casts in the urine. 

Necropsy revealed extensive deposits of amyloid in 
skeletal muscles, myocardium; pericardium, and mitral 
and tricuspid valves; the coronary arteries and veins to a 
severe degree; all coats of the aorta and its branches; 
the branches of the pulmonary and bronchial arteries and 
veins in the lungs; and the great nerves. It was also 
found in the gall-bladder, stomach and intestines, vessels 
of the spleen and kidney, and the urinary bladder. 
Elsewhere it was largely confined to the blood vessels. 
In some areas foreign-body giant cells, in others those of 
the Langhans type were seen. Lymphocytes and plasma 
cells, and on occasions eosinophils, were observed. 

In view of the high y-globulin fraction of the serum, 
the high lymphocyte count in sternal marrow, and the 
numbers there of plasma cells, all of which have been 
associated with the development of antibodies, the 
authors consider that the hyperglobulinaemia was the 
result of the repeated infections to which the patient 
was prone. I. H. Milner 


548. Phase Microscopy Studies of Hodgkin’s Disease 
Lymph Nodes in Relation to Histogenesis of the Sternberg— 
Reed Cell 

G. T. HorFrMAN and A. Rorttino. Blood [Blood] 5, 
74-78, Jan., 1950. 20 figs., 10 refs. 


CLINICAL PATHOLOGY 


549. The Value of Clinical Laboratory Tests. I. The 
Concentration of Cholesterol in the Serum of Patients 
with Disorders of the Thyroid Gland 

J. B. Foote and W. H. H. MErRIvALE. Guy's Hospital 
Reports [Guy’s Hosp. Rep.] 98, 202-208, 1949. 15 refs. 


In a study of the diagnostic value of estimation of the 
serum cholesterol level in disorders of the thyroid, 
groups of 56 cases of thyrotoxicosis, 24 of myxoedema, 
17 of Other thyroid diseases, and 50 normal adults were 
used, cholesterol estimation being carried out by the 
method of Bloor. The results in normal subjects ranged 
from 150 to 300 mg. per 100 ml. (mean 248-°3 mg., 
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S.D.+-47°8). Statistical analysis of the results obtained 
in cases of thyrotoxicosis showed a significant lowering 
of the blood cholesterol level, but there was considerable 
overlapping in the range of concentrations found with 
that of the normal series, only 35% being outside the 
normal range. Untreated cases of myxoedema showed a 
significant rise in serum cholesterol level, with 65% of 
results outside the normal range, and a return to normal 
levels on treatment. The 17 patients with other thyroid 
conditions showed no significant alteration in their 
blood cholesterol level. F. W. Chattaway - 


550. A Study of the Total Error in Two Commonly 
Used Biochemical Estimations 

A. SHore and L. C. THoMson. Guy’s Hospital Reports 
[Guy’s Hosp. Rep.] 98, 209-221, 1949. 3 figs., 6 refs. 


The total error in the estimation of urea in the urine by 
the hypobromite method and of lactose in aqueous 
solution by Benedict’s method was measured in repeated 
estimations by a team of 9 students and 2 technicians. 
The distribution of the errors in the urea estimation 
(475 readings) was symmetrical about the mean. In the 
lactose determination (540 readings) a large personal 
factor was involved and frequency diagrams of the errors 
made by the team and each individual worker are given, 
the distribution of the errors showing a spread to the 
right of the mode. An accurate determination of the 
lactose equivalent of 5 ml. of Benedict’s reagent diluted 
with 5 ml. water was made; this figure was 13-45 mg. 
for 2% solutions and 13-31 mg. for 1% solutions. It is 
concluded that relatively inexperienced workers will tend 
to under-estimate the strength of lactose solutions by 
Benedict’s method. F. W. Chattaway 


551. Serum Protein Fractionation in Pathological 
Conditions. [In English] 

F. E. Krustus and E. NikkiLA. Annales Medicinae 
Internae Fenniae {Ann. Med. intern. fenn.] 38, 
1949. 3 figs., 14 refs. 


Detached fractionation of the proteins by the methanol 
method of Pillemer and Hutchinson and the 22:5% 
sodium sulphate method of Howe was carried out on the 
sera of 40 patients suffering from various diseases. 
Twenty of these sera were also examined by electro- 
phoresis. The results obtained by the methanol method 
corresponded more to those obtained by electrophoresis 
than those obtained’ when the sodium-sulphate method 
was used. [The article should be studied in detail in the 
original.] I. H. Milner 


552. The Variations in Serum Copper in the Course of 
24 Hours 

S. MUNCH-PETERSEN. Scandinavian Journal of Clinical 
and Laboratory Investigation [Scand. J. clin. Lab. Invest.] 
2, 48-52, 1950. 3 figs., 8 refs. 


553. On the Amount of Copper in Human Erythrocytes 
at Different Serum Copper Levels 

S. MUNCH-PETERSEN. Scandinavian Journal of Clinical 
and Laboratory Investigation (Scand. J. clin. Lab. Invest.] 
2, 53-57, 1950. 4 figs., 7 refs. 


- y-globulin but low turbidity values. 


554. A Method for Concentration and Segregation of 
Malignant Cells from Bloody, Pleural, and Peritoneal} 
Fluids 
D. W. Fawcett, B. L. VALLEE, and M. H. Souze, 
Science [Science] 111, 34-36, Jan. 13, 1950. 4 figs. 
2 refs. 


555. Thymol and Dilution Turbidity Tests, their Rela- 
tion to the gamma-Globulin Content of the Serum and 
the Morphology of the Liver Parenchyma. [In English] 
C. K. V. VAN DOMMELEN and C. FRANCKE. Acta 
Medica Scandinavica [Acta med. scand.] 136, 177-187, 
1950. 1 fig., 10 refs. 


Thymol-turbidity and dilution-turbidity tests were 
performed, as well as electrophoretic and formol-gel 
tests on 369 sera from 316 patients with various diseases, 
In 22% results of thymol and dilution tests did not tally, 
particularly in diabetes mellitus, cardiac disease, and 
malignant disease. Abnormal values cannot be regarded 
as evidence of liver damage. A positive formol-gel 
reaction indicates an increase in y-globulin, but exact 
estimation of the latter is preferable. In patients with 
multiple myelomatosis there may be marked increase in 
There is no con- 
nexion between results of turbidity tests and the total 
plasma protein value. In the presence of jaundice a 
normal turbidity reaction almost certainly excludes liver 
damage, whereas a high value suggests liver disease. 

E. Neumark 


556. The Diagnosis of Neoplastic Cells in Sputum by 
Two New Methods 

J. Perrin and G. T. LITTLEJOHN. Journal of Clinical 
Pathology [J. clin. Path.] 3, 40-47, Feb., 1950. 12 figs., 
3 refs. 


Two vital-staining techniques for the recognition of 
detached carcinoma cells in sputum are described. The 
first method is a modification of Schuster’s methylene-blue 
staining technique, basic carbol-fuchsin being used as a 
counterstain. This method is particularly suitable for 
the diagnosis of squamous-cell carcinoma. The cyto- 
plasm of the cells stains an intense red or, less frequently, 
violet or blue-green if the cells are anaplastic. The 
nuclei, which are hyperchromatic, frequently pyknotic, 
and bizarre in shape, stain purple. With this stain the 
cytoplasm of cells from spheroidal and oat-cell neoplasms 
assumes a faint green tint and never stains red. The 
nuclei are again purple, but nuclear detail is not good. 
The authors therefore prefer for the identification of cells 
from the more anaplastic spheroidal and oat-cell neo- 
plasms a stain consisting of a 2% solution of iodine 
green, either alone or mixed with 1°% neutral red in the 
proportion of 1 part of the former to 20 parts of the 
latter. The carcinoma cells stain green, the nuclei being 
particularly distinct, the nucleoli and chromatin being 
dark olive green. 

In the sputa of 33 of 55 patients with proved carcinoma 
of the lung neoplastic cells were found on examination 
by the methylene-blue-fuchsin technique. Two cases 
were incorrectly reported as positive, subsequent investiga- 
tions excluding carcinoma. In 2 cases the type of 
carcinoma was classified incorrectly. . G. B. Forbes 
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neutralizing antibodies developed. 


Microbiology 


VIRUSES 
Immunologic Groups of Poliomyelitis Viruses 


557. 
J. F. Kesset and C. F. Pair. American Journal of 
Hygiene [Amer. J. Hyg.) 51, 76-84, Jan., 1950. 22 refs. 


The authors show that poliomyelitis virus strains may 
be divided into three antigenically distinct groups. 
Methods used for immunological differentiation included: 
(a) challenge of convalescent immune monkeys; (d) 
challenge of vaccinated immune monkeys; (c) virus 
neutralization with sera from immune animals. ; 

In method (a) the monkeys received an intracerebral 
challenge inoculation of one hundred 50°%-paralysing 
doses 1 to 2 months after the primary intracerebral 
inoculation. It was found difficult, however, to obtain 
consistent results with this method. In method (4) 
animals were vaccinated at fortnightly intervals by the 
intramuscular route, or by the combined intracutaneous, 
subcutaneous, and intraperitoneal routes, and then given 
an intracerebral challenge dose of the homologous 
virus. In approximately 70°, of monkeys so treated 
Intracerebral chal- 
lenge with a heterologous strain took place 5 weeks later. 
In method (c) the animals received an intracerebral dose 
of a mixture of virus and antiserum previously held at 
5°C. for 4 hours. With all methods it was apparent that 
the 12 strains of virus investigated could be divided into 
three antigenic groups. Group I consisted of 9 strains 
(such as the McKay, Frederick, and Cam strains), 
group II of Lansing and MV strains, and group III of 
the Leon strain only. It would appear also that the 
majority of strains described by other workers fall into 
one of these three groups. J. F. McCrea 


558. Ohio Strains of a Virus Pathogenic for Infant 
Mice (Coxsackie Group). Simultaneous Occurrence 
with Poliomyelitis Virus in Patients with ‘ Summer 
Grippe ” 

J. L. MELNICK, N. Lepinxo, A. S. KAPLAN, and L. M. 
Krarr. Journal of Experimental Medicine [J. exp. Med.] 
91, 185-195, Feb. 1, 1950. 2 figs., 9 refs. 


During the summer of 1947 the authors examined 
faeces from 4 patients with “summer grippe” and 
4 with poliomyelitis (3 non-paralytic cases) for the 
presence of viruses of the Coxsackie group (“‘ C virus ”’). 
Serum was also obtained from the patients during the 
acute and convalescent stages. Virus was isolated by 
injecting dilute faecal preparations into 48-hour-old 
mice; neutralization tests were carried out by mixing 
undiluted serum with various dilutions of virus and 
keeping for 1 hour at room temperature before inocula- 
tion; and complement-fixation tests were made with an 
antigen prepared from the bodies of infected mice. The 
faeces of 2 of the 4 patients with “‘ summer grippe ” 
yielded the C virus (2 of these patients also harboured 
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poliomyelitis virus of low virulence), and it was also 
isolated from the faeces of one patient with non-paralytic 
poliomyelitis. The serum of the 3 patients with C virus in 
the stools showed a significant increase in neutralizing 
and complement-fixing antibodies up to 28 days after 
infection. Neutralizing antibodies appeared at about 
the fourth day and complement-fixing antibodies later. 
Thus it appears that poliomyelitis and C viruses may be 
present in the same patient, and both viruses may be 
excreted simultaneously in the faeces. The authors 
discuss the possibility of interaction or interference 
between the two viruses in such cases. J. F. McCrea 


559. Observations on the Growth of Psittacosis Virus in 
Chorioallantoic Membranes by Electron Microscope 

F. Heinmets and O. J. GoLus. Journal of Bacteriology 
[J. Bact.] 56, 509-525, Nov., 1948. 16 figs., 14 refs. 


After inoculation of a purified suspension of the 6 B.C. 
strain of psittacosis virus on to chorio-allantoic mem- 
branes of 9-day eggs, observations on the development 
of virus were made with the electron microscope. 
Membrane replicas were examined and virus counts of 
the inoculum were made at intervals. Virus was 
rapidly adsorbed to the membranes and after 12 hours 
these had resumed their normal configuration, while only 
degenerate particles remained in the inoculum after this 
interval. 

Virus particles from infected membranes disrupted 
by sonic vibration and from infected allantoic fluid were 
studied. The size ranged from 300 to 900 my. It 
was considered that large flat forms were not direct 
degradation forms of the small elementary bodies. 
Size distribution counts showed two peaks in the 5 to 
6-day allantoic fluid suspensions and one peak in the 
72-hour infected membrane suspensions, although in the 
latter there were more particles in the size range between 
the two peaks of the allantoic fluid material. 

Previous findings -are reviewed and the possible 
modes of psittacosis virus development in the egg are 
discussed. A. D. Macrae 


560. Antagonism Between the Lymphogranuloma 
Venereum Virus and Treponema pallidum. (Antagonisme 
entre le virus lymphogranulomateux et le Treponema 
pallidum) 

C. and A. VAISMAN. Annales de I’ Institut 
Pasteur [Ann. Inst. Pasteur] 78, 404-406, March, 1950. 
4 refs. 


Mice were inoculated intracerebrally with the virus of 
lymphogranuloma venereum and 5 days later, when the 
mice appeared ill, they were inoculated intracerebrally 
with a suspension of Treponema pallidum. Mice died 
in from 2 hours to 9 days after infection or were killed 
between 26 and 127 days after inoculation. Although 
lesions of lymphogranuloma venereum were present it 
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was impossible to demonstrate the presence of 7. pallidum 
in either the brain or in other tissues of the body. The 
reticulo-endothelial lesions in the brain are considered 
to have inhibited the dissemination and proliferation of 
the spirochaetes. There is no interference between 
T. pallidum and Spirochaeta duttoni in the mouse. 

G. M. Findlay 


561. Inclusions Resembling Negri Bodies in Cultures 
of Nervous Tissues in the Absence of Rabies Virus. 
(Inclusions négriformes en culture de tissu nerveux en 
l’absence du virus rabique) 

G. Barski and J. MAURIN. Annales de Institut Pasteur 
[Ann. Inst. Pasteur] 78, 411-414, March, 1950. 1 fig., 10 
refs. 


Tissue cultures of the brains of embryo mice permit the 
demonstration of true Negri bodies 6 days after infection. 
After Giemsa staining the Negri bodies are rose-tinted or 
blue, often with a marginal eosinophil ring: with 
haemalum and eosin they are sometimes red or dark 
blue. The infected cells do not show any degenerative 
changes. The same inclusions occur in cultures of 
nerve tissues not infected by rabies virus. Chicken 
plasma seems the best medium for demonstrating these 
inclusions: 
formation. They stain readily with haemalum and 
eosin. G. M. Findlay 
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562. Antibiotic Studies on beta-Hemolytic Strepto- 
cocci: VI. Acquired in vitro and in vivo Resistance to 
Aureomycin 

H. M. Gezon and D. M. FASAN. Proceedings of .the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 3, 10—15, Jan., 1950. 9 refs. 


The aureomycin sensitivity (defined as the maximum 
concentration of antibiotic in a solid medium which 
permitted good growth) of a total of 274 strains of 
B-haemolytic streptococci of groups A, B, and C was 
determined by the whole-plate method, and their ability 
to develop resistance in vitro to aureomycin after 40 sub- 
cultures on a medium containing aureomycin was 
investigated. Development of resistance in vivo was 
studied by serial passage of a standard strain of B-haemo- 
lytic streptococci through mice (25 times) and fertilized 
hen’s eggs (30 times) after protecting the host with doses 
of aureomycin ranging in the former from 0-05 to 0-5 mg., 
and in the latter from 0-1 to 0-2 mg. 

In 23 of the strains tested in vitro, a 2-fold to 60-fold 
increase in resistance was observed, the rate of increase of 
resistance being least in group-A and greatest in group-C 
organisms. Serial subculture of the 23 parent strains on 
control media showed no significant change after 40 
transfers. Three strains from each group were tested, 
after resistance had developed, by subculturing them 
100 times on aureomycin-free blood agar. A definite 
decrease in resistance was found, most marked (about 
7-fold) in those strains which had become most resistant. 
Twelve passages through normal mice reduced resistance 


rabbit or mouse plasma inhibits their | 
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only in the most resistant strains of the group-C 
organisms. The virulence of the parent strains before 
and after 40 subcultures on aureomycin-free blood agar 
plates, and of the strains in which resistance had been 
induced, was determined by intracerebral inoculation into 
mice, equality of inocula being ensured by spectro- 
photometric standardization and viable counts. This 
experiment showed that of the 9 strains so tested only 
one group-A strain and 2 group-C strains had decreased 
** significantly ’’ in virulence after acquiring resistance to 
aureomycin. [The term “ significantly ’’ is not used as 
meaning that a statistical test of the significance of any of 
the findings has been made.] No organism was found to 
develop resistance in vivo, neither did animal or egg 
passage produce any alteration in virulence. 

Of the 23 strains which became resistant, group 
specificity (by the Lancefield technique) had been lost 
by one group-B organism only. None of the 8 strains 
tested showed significant change streptolysin-S 
activity, 2 proteinase-producing group-A strains con- 
tinued to do so after resistance had developed, 2 out 
of 5 strains tested showed reduced streptokinase pro- 
duction, and 2 of 7 strains tested showed reduced ribose 
activity. E. A. Brown 


563. beta-Haemolytic Streptococci 
Antistreptolysin Titre. [In English] 
T. PACKALEN. Acta Pathologica et Méicrobiologica 
Scandinavica [Acta path. microbiol. scand.] 26, 568-576, 
1949. 2 figs., 23 refs. 


A comparison has been made between the occurrence 
of 8-haemolytic streptococci in the throat and the height 
of the antistreptolysin titre in the serum in 437 subjects, 
337 of whom were suffering from tuberculosis. Further 
observations were made on carrier rates in relation to 
clinical signs of streptococcal diseases, and the varying 
abilities of individual strains to produce streptolysin O 
on culture. 

The micro-organisms recovered were cultivated on 
horse-serum agar plates, and colonies of f-haemolytic 
streptococci were identified by microscopy. The ability 
of the various strains to produce streptolysin O was tested 
by incubation with washed sheep erythrocytes. Anti- 
streptolysin titres in serum were estimated by Ipsen’s 
technique (Acta path. microbiol. scand., 1944, 21, 203). 

Of the 386 subjects who had no clinical signs of strepto- 
coccal infection, 204 (53%) had 8-haemolytic streptococci 
in one or more of their throat swabs; of 51 subjects with 
such symptoms, 43 (84%) yielded positive cultures. 
Both these percentages are probably too low, for amongst 
subjects whose throats were swabbed on several occasions 
the proportion of positive cultures was higher. A 
significant correlation was found between the occurrence 
of clinical signs of streptococcal diseases in the subjects 
studied and the capacity of the strains of f-haemo- 
lytic streptococci recovered from them to produce 
streptolysin O. 

Among the 51 subjects who suffered from clinical 
streptococcal infections, 39 (77%) had raised anti- 
streptolysin titres (200 units or more); amongst the 
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386 subjects without such signs, 176 (46%) had similarly 
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raised titres. Further, it was — in a group of 202 
subjects who were carriers of B-haemolytic streptococci 
that a clear correlation existed between the antistrep- 
tolysin titres of their sera and the capacity for streptolysin 
production of the strains of this micro-organism recovered 
from them. The antistreptolysin titres of sera of carriers 
of f-haemolytic streptococci of Lancefield groups A, 
C, and G tended to be higher than those of carriers of 
strains belonging to other groups. 
G. Payling Wright 


564. Isolation and Comparison of Actinomyces from 
Human and Bovine Infections 

L. THOMPSON. Proceedings of the Staff Meetings of the 
Mayo Clinic [Proc. Mayo Clin.] 25, 81-86, Feb. 15, 
1950. 2 figs., 9 refs. 


Erikson (Spec. Rep. Ser. med. Res. Counc., -Lond., 
1940, No. 240) showed that Actinomyces israeli, the 
causative organism of actirlomycosis in man, could be 
differentiated from A. bovis (which infects cattle) on the 
basis of cultural, biochemical, and serological properties. 
The present author has studied the strains of actino- 
myces isolated from 8 cases of human infection and 
11 cases of lumpy jaw in cattle. All the human strains 
produced characteristic rough colonies on “* hormone- 
agar °°, while those from cattle produced smooth colonies, 
except in one case where the colony was indistinguishable 
from that of A. israeli. Further plating-out of this 
strain *‘ one to several months after isolation’ showed 
no change frem rough to smooth colonies. The author 
thus confirms Erikson’s work, but suggests that some 
cases of bovine infection may be due to A. israeli. 

[The author’s conclusions would carry more weight 
if, like Erikson, he had subjected his strains to bio- 
chemical and serological analysis, instead of basing them 
purely on colonial appearances.] A. Michael Davies 


565. Cobalt and Bacterial Growth, with Special 
Reference to Proteus vulgaris 

A. L. ScHADE. Journal of Bacteriology [J. Bact.) 58, 
811-822, Dec., 1949. 3 figs., 18 refs. 


The author has investigated the inhibitory effect of 
cobalt upon the growth of 22 representative Gram-posi- 
tive, Gram-negative, aerobic, and anaerobic organisms; 
growth was completely inhibited when cobalt was added 
to the medium in concentrations varying from 1 to 125 
parts per million (p.p.m.). A more detailed study of the 
effect of cobalt was made upon Proteus vulgaris. When 
this organism was grown in broth; inhibition was 
obtained with cobalt in a concentration of 50 p.p.m., 
but a concentration of only 0-25 p.p.m. was effective when 
the organism was grown in a synthetic medium, showing 
that nutrient broth contained some constituent which 
inactivated the greater part of the cobalt added. 
Dialysed medium had no inactivating effect, so that the 
substance concerned was evidently of low molecular 
weight. As the inhibitory effect of cobalt could be 
abolished by adding casein hydrolysate, the inactivating 
substance was considered to be an amino-acid. In a 
further series of experiments individual amino-acids were 
tested for ability to reverse the cobalt inhibition, and it 


was found that this activity was present only in L-cysteine 
and L-histidine. It was further shown that histidine 
combined with cobalt in the ratio of 2 to 1, and that 
histidine caused a resumption of growth after a lag 
period when added to cultures which had been subjected 
to cobalt inhibition for several hours. Cobalt inhibited 
growth to approximately the same extent whether 
organisms were grown under aerobic or anaerobic 
conditions, and variation in the pH of the medium 
between 5-6 and 7:5 did not affect the inhibition. The 
degree of inhibition induced by a given concentration of 
cobalt did, however, depend upon the number of bacteria 
initially present in the medium; when the number of 
bacteria was reduced a lower concentration of cobalt was 
sufficient to cause inhibition. In addition to the 
inhibition of growth which could be reversed by the 
addition of histidine, cobalt also had a bactericidal effect, 
the extent of which depended, however, upon the growth 
rate of the organisms at the time of exposure to cobalt. 
Thus cells in the resting phase mostly survived a 4-hour 
period of exposure, while cells which had been in the 
logarithmic phase when cobalt was added. were mostly 
killed after this time. D. J. Bauer 


566. Persistence of Individual Strains of Escherichia coli 


in the Intestinal Tract of Man 
H. J. Sears, I. BROWNLEE, and J. K. UCHIyAMA. Journal 
of Bacteriology {J. Bact.] 59, 293-301, Feb., 1950. 6 refs. 


The authors record work which, they claim, supplies 
further evidence that the Bacterium coli strain composi- 
tion of the human bowel is generally not quantitatively 
complex, but consists at any one time of not more than 
three or four strains and has, over an extended period, 
a fairly regular qualitative composition. 

The method of study described was based on the 
assumption that when a stool specimen is plated and a 
number of colonies belong to the same antigenic type 
they are the progeny of the same strain, and that when 
the -same antigenic type is regularly isolated from 
specimens examined at frequent intervals over a period 
of time this indicates the continuous multiplication of 
the same strain rather than the development of different 
strains belonging to the same antigenic group. The 
authors plated out stools at frequent intervals from four 
subjects. Subject A was examined at intervals for 
24 years, 115 stool specimens being plated; subject B 
was also examined for 24 years and 111 stool specimens 
were plated; subject C was examined for 13 weeks, 
21 stool specimens being plated; subject D was examined 
for 2 months, 10 stool specimens being plated. 

The colonies obtained were classified in antigenic 
groups on the basis of their O antigens. The medium 
most often used was eosin methylene-blue agar. Species 
of Aerobacter were not found and paracolon organisms 
were found only two or three times. Sera were prepared 
from rabbits injected with 20-hour broth cultures heated 
for 24 hours at 100°C. and preserved with 0-25% 
formalin. Antigens for agglutination were made in the 
same way, but were heated for only 1 hour in flowing 
steam. Most sera gave a titre of | in 5,120 or higher with 
the homologous antigen. It was unusual for a serum to 
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agglutinate a heterologous O-antigen at a dilution higher 
than 1 in 160. 

The authors conclude that the Bact. coli flora of the 
human bowel is made up of two kinds of strain, namely, 
residents which establish themselves firmly and multiply 
over extended periods, and transients which are found 
only in single or in a few successive specimens and 
last only for a few weeks. There are not more than 
three or four transient strains. Even the residents last 
for only a limited time and are succeeded by new 
dominants. Two strains were found to be resident at 
the same time in subject B for 856 days out of the 923 days 
during which this subject was examined. Change in the 
resident strain is sometimes accompanied by diarrhoeic 
attacks, but the authors do not think that these attacks 
always cause the change. A resident strain may persist 
in spite of the administration of sulphadiazine, sulphacet- 
amide, or penicillin. Strains of known antigenic type 
swallowed in large numbers were sometimes recovered 
for limited periods from the stools; sometimes, however, 
they were not recovered and were never established as 
residents. The antagonistic action of resident strains 
against other strains of Bact. coli was not greater than 
that of the transient strains or than that of strains picked 
up from sources other than the intestine. G. Lapage 


567. Studies on Paracolon Bacilli 

R. MusHin. Australian Journal of Experimental Biology 
and Medical Science [Aust. J. exp. Biol. med. Sci.] 27, 
543-556, Nov., 1949. 2 figs., 38 refs. 


In this paper, the author describes the paracolon bacilli 
isolated from 244 pathological and 240 normal stools of 
adults and discusses the frequency of occurrence of these 
organisms in abnormal and normal material and their 
classification on the basis of biochemical reactions. A 
number of paracolon bacilli were examined in detail. 
Biochemical and serological investigations showed an 
affinity between paracolon strains from pathological 
and normal materal, cross-agglutination being obtained 
between some paracolon strains and certain salmonellae 
and shigellae. The author claims that a particular 
strain of Paracolobacterium intermedium type I (named 
for convenience paracolon melbourne) was proved to be 
the aetiological agent in an outbreak of gastro-enteritis 
among adults. ; Joyce Wright 


568. Direct Microscopical Examination of Faeces in 
Infants 

C. A. C. Ross. British Medical Journal [Brit. med. J.) 1, 
465-467, Feb. 25, 1950. 6 refs. 


Direct microscopical examination of Gram-stained 
films of faeces shows that striking differences exist 
between the intestinal flora of healthy breast-fed infants 
and that of healthy artificially-fed infants. In a group 
of 52 of the former a thin Gram-positive lactobacillus— 
Bacillus bifidus communis—was almost the only organism 
present. In a group of 46 of the latter there was no 
similarly predominant organism; the commonest 
was a Gram-positive, lanceolate cocco-bacillus arranged 
singly or in pairs. Non-bacterial food residues were also 
more copious in this group. Examinations of faecal 


films made daily showed that the typical lactobacillary 
flora of breast-fed infants became predominant between 
the second and sixth days after birth. ; 

In addition to those of healthy infants, the faeces were 
examined of 75 infants admitted to hospital with the 
diagnosis of gastro-enteritis. In the 23 cases in the 
sub-group of “ dietetic diarrhoea’’ the Gram-positive 
bacilli were present in the stools in the ‘ normal” 
proportion for artificially-fed infants. In the stools of 
those judged to be suffering from true gastro-enteritis, 
however, the incidence of these Gram-positive organisms 
never rose above 25%, and was generally much less. In 


2 infants who died the faecal flora was almost completely . 


Gram-negative. Some infants were treated with aureo- 
mycin or streptomycin given orally; in these cases the 
Gram-negative organisms disappeared from the faeces, 
leaving only Gram-positive bacteria. The author is 
careful to point out that “it cannot yet be decided 
whether a Gram-negative flora is the result of increased 
intestinal hurry or whether proliferation of Gram- 
negative organisms initiates diarrhoea.” 
G. Payling Wright 


569. A New Salmonella Type: Salmonella vancouver 
C. E. DoLman, L. E. RANTA, V. G. Hupson, E. T. ByNog, 


W. R. A. BaILey, and R. LAipLey. Canadian Journal of . 


Public Health (Canad. J. publ. Hith\ 41, 23-26, Jan., 1950. 


A new type of salmonella was isolated in 1949 from 
a resident of Vancouver, B.C., who had developed severe 
gastro-enteritis shortly after a surgical operation. The 
antigenic formula of the organism, according to the 
Kauffmann-—White schema, was found to be XVI: c-1, 5. 
The authors propose that the type be designated Sal- 
monella vancouver. Joyce Wright 


570. An Improved Dubos Medium for the Routine 
Diagnostic Examination of Tubercle Bacilli 
A. R. Frisk and B. LAGERGREN. Scandinavian Journal 
of Clinical and Laboratory Investigation {[Scand. J. clin. 
Lab. Invest.] 2, 32-36, 1950. .2 figs., 5 refs. 


571. The Significance of Hyaluronidase for the Infec- 
tiosity of Cl. welchii 

S. DALGAARD-MIKKELSEN, K. KARLSHOJ, and L. SZABO. 
Acta Pathologica et Microbiologica Scandinavica [Acta 
path. microbiol. scand.] 27, 186-193, 1950. 20 refs. 


See also Section Pharmacology and Therapeutics, 
Abstract 491. 


IMMUNITY 


572. Immunological Studies of | Pneumococcal 
Pneumonia in Patients Treated with Penicillin 
W. S. JoRDAN, G. F. BADGER, and J. H. DincLe. Journal 
of Clinical Investigation [J. clin. Invest.] 29, 161-168, 
Feb., 1950. 1 fig., 28 refs. 

Agglutinins or mouse-protective antibodies, or both, 


developed in the sera of 33 (75%) of 44 cases of pneumo- 
coccal pneumonia treated with penicillin. Eighty-seven 
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per cent. of the cases attributed to types other than 3 and 
§ showed an immune response. Twelve of the patients 
were treated within 18 hours of the acute onset of 
pneumonia. Twenty-two or one-half were treated within 
28 hours. Either agglutinins or mouse-protective 
antibodies, or both, increased in titre in the sera of 77% 
of the patients treated within 28 hours and in 73% of 
those treated later. The development of an immune 
response was not correlated with the presence or absence 
of a preceding upper respiratory infection, with 
bacteriaemia, with delay in instituting treatment with 
penicillin, with the initial or total dosage with penicillin, 
or with the penicillin treatment schedule.—[Authors’ 
summary.] 


573. Selective Sterilization with Penicillin of Lymph 
for Smallpox Vaccination. (Selektive Entkeimung der 
Kuhpockenlymphe mit Penicillin?) 

P. GrUNIG. Schweizerische Zeitschrift fiir Pathologie 
und Bakteriologie (Schweiz. Z. Path. Bakt.] =, 225-235, 
1950. 3 figs., 11 refs. 


Addition of penicillin (1,000 to 10,000 Oxford units 
per ml.) to glycerinated vaccine lymph leads in 24 hours 
to a marked reduction in its bacterial content; this low 
bacterial content is maintained for about 20 days if the 
mixture is kept at 4° C., for less than 8 days if it is kept 
at 20° to 22°C. After these times the bacterial content 
rises and may exceed the original content of similar 
material diluted in physiological saline, or of the 
glycerinated material not treated with penicillin. 
Glycerinated lymph not treated with penicillin shows 
little fall in bacterial content, but no subsequent rise, 
under comparable conditions. Dried lymph emulsified 
with 10,000 Oxford units of penicillin per ml. shows a 
very low bacterial content for about 2 months at 4° C., 
but for only a week or less at 20°C. Glycerinated 
vaccine virus kept at 4° C. with 1,000 units of penicillin 
per ml. showed no noticeable reduction in virus content 
for 60 days; higher concentrations of penicillin and 
higher temperatures reduced the virus content more 
rapidly. Dried vaccine virus emulsified with 1,000 units 
penicillin per ml. retained its virus activity for 150 days 
at 4° C., and, judging from all the experiments, emulsifica- 
tion of dry virus in 1,000 units penicillin per ml. and 
maintenance at 4° C. seems the best method of treatment. 

C. L. Oakley 


574. Protamine Tetanus Toxoid 

V. Ross, F. L. CLapp, and C. H. PARSONS. American 
Journal of Diseases of Children {[Amer. J. Dis. Child.] 79, 
10-16, Jan., 1950. 18 refs. 


The authors report from the College of Physicians 
and Surgeons, Columbia University, on the use of 
protamine in the purification of tetanus toxoid; this 
substance had previously been used for diphtheria 
toxoid. They describe their method of precipitation 
by which 98 to 99% of the nitrogen of the broth is left in 
solution. 

A growth of Clostridium tetani in a beef broth was 
treated with formaldehyde at a point when its strength 
was estimated at 100,000 minimum lethal doses per ml. 
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(guinea-pig inoculation), and the toxoid thus formed 
was precipitated by the addition of 1 mg. of protamine 
per ml. fluid toxin, and, one hour later, of a solution 
of 0-4% potassium alum (to adsorb the precipitate) 
in a proportion of 0-4 mg. alum per ml. toxoid, that is, 


‘less than 10% of the amount used in the preparation of 


** alum-precipitated *’ toxoid. The final precipitate was 
then washed with, and suspended in, a 0-85% solution of 
sodium chloride. 

A table is given to show the results of one injection of 
this toxoid on the antitoxin titre of guinea-pig serum, 
with some variations in the details of preparation. 
Every preparation made was an effective immunizing 
agent, but increase in protamine decreased the antigenic 
response and reduction of ionic strength by dilution with 
water precipitated more of the protein derivatives of the 
broth. 

A second table shows results in a small series of 
children injected twice with the protamine tetanus toxoid, 
with an interval of three months between injections. 
Measurements of antitoxin production were made on 
blood samples taken at the time of the second injection 
and on the 7th and 19th days after it; in 4 cases there was 
at least 0-1 unit of antitoxin per ml. serum present at 
the 19th day. 

The authors expect a marked reduction in the incidence 
of reactions to injection in human subjects, as in the case 
of protamine diphtheria toxoid. The final suspension 
keeps well, and can be mixed with protamine diphtheria 
toxoid without adverse effects on the activity of either. 

Morag L. Insley 


575. Estimation of Potency of Scarlatinal Antitoxin by a 
Combined Flocculation and Rabbit Skin Test Method 

S. S. Rao and P. J. MoLoney. Journal of Immunology 
[J. Immunol.] 64, 57-64, Feb., 1950. 18 refs. 


Mixtures of scarlet-fever toxin and antitoxin flocculate 
readily at appropriate concentrations, but calibration of 
scarlet-fever antisera by flocculation may be rendered 
difficult by the existence of several flocculating zones. 
The authors propose to avoid this difficulty as follows: 
Constant amounts of scarlet-fever toxin (100 or 200.Lf) 
are placed in tubes, amounts of the test serum increasing 
by steps of 20% to 30% are added, and the volumes 
adjusted to some constant level with saline. The tubes 
are then placed in a water bath at 45° C. and examined at 
suitable intervals for first and subsequent flocculations. 
After flocculation has occurred in the first tube in each 
zone, the tubes are incubated at 45° C. for a further hour, 
and then stored overnight at about 5°C. Next day the 
tubes are centrifuged and 0-1 ml. of the supernates 
injected intradermally into successive areas of the backs 
of close-clipped white rabbits; a suitable set of mixtures 
of the same toxin and a standard serum is treated 
similarly after flocculation. Reactions are read on the 
fourth and fifth days after injection, being minimal with 
the supernate from those mixtures flocculating in the 
scarlet-fever toxin-antitoxin zone. The correct zone 
having thus been determined, the potency of the test 
serum can be determined from the results of the floccula- 
tion tests. C. L. Oakley 
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576. The Effect of Inherited Antibodies on the Active 
Immunization of Infants 

L. GreenserG and D. S. FLemMinc. Journal of Pediatrics 
[J. Pediat.] 36, 143-148, Feb., 1950. 16 refs. 


The feasibility of immunization during the first 
6 months of life is of great interest in the light of Canadian 
vital statistics, which show that during the decade 
1938-48, 9% of the deaths due to diphtheria, 75% of the 
deaths due to pertussis, and 4°% of the deaths due to 
tetanus occurred in infants under | year of age. 

An alum-precipitated, combined preparation contain- 
ing 50 Lf diphtheria toxoid, 20 Lf tetanus toxoid, and 
20,000 million Haemophilus pertussis organisms per ml. 
was administered in 3 doses of 0-5 ml. at monthly 
intervals to 105 children from 2 to 6 months old. Before 
the inoculation a sample of blood had been taken from 
each child and each serum had been titrated for its level 
of diphtheria antitoxin and, the volume of serum left 
permitting, also for tetanus antitoxins and_ pertussis 
agglutinins. Four weeks after the last injection this 
procedure was repeated. 

None of the samples of serum examined before 
immunization had any pertussis agglutinins, 30% had at 
least 0-002 unit of diphtheria antitoxin, and 3% had at 
least 0-001 unit of tetanus antitoxin per ml. One month 
after the final inoculation the average diphtheria-anti- 
toxin titre for the 30°, of children with a natural immunity 
level of 0-002 unit per ml. of diphtheria antitoxin was 
0-51 unit per ml., while the average antitoxin titre for the 
70°,, of children deficient in natural immunity was 
0-92 unit per ml. The tetanus-antitoxin levels after 
immunization varied between 0-128 and 8-192 units per 
ml. with an average titre of 0-71 unit per ml. Pertussis- 
agglutinin levels could be tested in 90 children only, of 
whom 4 had no agglutinins, 45 had titres varying from 
1 in 4 to | in 128, and 41 had titres varying from | in 128 
to | in 4,096. These samples were taken, however, 
2 to 3 months before the usual maximum response to 
anti-pertussis vaccination occurs. 

The conclusions drawn are that: (1) active immuniza- 
tion of infants of 3 and 4 months of age is practicable and 
advisable; (2) the presence of inherited antibody has 
some effect in depressing the response to diphtheria 
toxoid but does not prevent satisfactory immunization; 
(3) the response to tetanus toxoid is very satisfactory; 
(4) 96% of the children show a response to whooping- 
cough vaccination, though the agglutinin titres obtained 
may not be a true indication of the full response. 

K.'S. Zinnemann 


577. The Occurrence in Human Plasma Fractions of the 
Antibodies to H. pertussis 

H. J. Jink and F. F. JouNson. Journal of Immunology 
[/. Immunol.] 64, 39-43, Feb., 1950. 9 refs. 


Blood plasma was obtained from adults with a history 
of childhood infection with Haemophilus pertussis who 
had been hyperimmunized by 8 injections of 0-5 ml. 
each of phase-I H. pertussis vaccine (40 x 10° organisms 
per ml.) at weekly intervals. Fractions were obtained 
by electrophoretic separation and examined for agglu- 
tinating and mouse-protecting antibodies. Less than 


half of the agglutinating antibody of the original plasma 
was recovered from fraction II, although this contains 
90% of the 2 globulin and 90% of the mouse-protecting 
antibody. The remainder of the agglutinating antibody 


was in fraction III-1, but artefacts due to flocculation of 


lipoprotein denatured by freezing made its estimation 
liable to serious errors. C. L. Oakley 


_578. The New Diphtheria Prophylactic, P.T. (De 


nieuwe diphtherie-entstof, P.T.) 

A. L. Noorpam, A. C. BRANDWUK, A. TASMAN, and 
W. A. TIMMERMAN. Nederlandsch Tijdschrift voor 
Geneeskunde |Ned. Tijdschr. Geneesk.| 93, 4014-4019, 
Nov. 26, 1949. 7 refs. 

Immunization of adults was carried out with the new 
diphtheria prophylactic, phosphate toxoid (P.T.). In 
the National Institute for Public Health at Utrecht, 
where 67 adults were treated with two injections —0-5 
and 0-5 ml. for the Schick-negative and 0-2 and 0-5 ml. 
for the Schick-positive—with one month’s interval, 
64 persons were completely immunized without difficulty, 
On the whole reactions after the injections were slight; 
35 persons did not react at all to either injection, and 56 
persons did not feact to the first and 39 did not to the 
second. In Amsterdam children aged 4 or 5 years were 
divided into two groups: those never immunized pre- 
viously and those immunized | to 14 years before the 
experiment with two injections of crude toxoid. Of the 
first group 151 out of 154 were Schick-negative 2 months 
after the second injection, of the second 72 out of 73 
became Schick-negative. In these children the reactions 
due to the immunization were also very slight. 

F. Wensinck (Excerpta Medica) 


579. A Test for the Antigenicity of Rabies Vaccine 

C. Tensroeck. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., 
N.Y.] 73, 297-301, Feb., 1950, 3 refs. 

In the test here described for the antigenicity of rabies 
vaccine, guinea-pigs weighing 250 to 350 g. are injected 
intraperitoneally with the vaccine, which is diluted to an 
appropriate extent with buffered saline. Three weeks 
later the inoculated animals and the controls that have 
been kept with them are injected intramuscularly, deeply 
into the gastrocnemius, with 0-5 ml. of second-guinea-pig- 
passage rabies virus, which is kept in dry ice and diluted 
just before use in cold sterile skim milk at pH 7-3. The 
challenge dose is about 10x LD 50. Some of the un- 
protected animals develop furious rabies, but the majority 
show paralysis 9 to 14 days after inoculation and die 
1 to 4 days later; the experiment can be terminated 
20 days after challenge. Animals developing paralysis, 
but surviving longer than 20 days, are regarded as un- 
protected if the paralysis has developed at the usual 
time. Of the controls, 90% develop rabies; the per- 
centage is lower if the virus is injected in a smaller 
volume, if it is injected gently, or if the strain of guinea- 
pig used is refractory. Vaccines are considered satis- 
factory if 1 ml. of a 0-:2% brain suspension protects all 
animals and 1 ml. of a 0-04°% suspension protects at least 
half. Precautions must be taken to safeguard staff 
handling the infected animals. C. L. Oakley 
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580. Pink Disease or Infantile Acrodynia: Its Nature, 
Prevention and Cure 

D. B. Cueek and C. S. Hicks. Medical Journal of 
Australia |Med. J. Aust.| 1, 107-120, Jan. 28, 1950. 
6 figs., 27 refs. 


The finding of a low sodium content in the plasma, 
together with polycythaemia and leucocytosis, suggested 
to the authors that suprarenal hypofunction might be 
basically responsible for the symptomatology of pink 
disease. They conclude that affected infants show a 
disturbance of suprarenal adaptation to post-foetal life. 
Prophylactically they recommend oral administration of 
salt, and therapeutically deoxycortone acetate, which 
they found to restore 16 infants rapidly to normal health, 

Briefly, their theory is that suprarenal hypofunction 
leads to lowering of the renal threshold for sodium 


chloride; excessive loss of sodium chloride from the 


extracellular fluid leads to increase in the intracellular 
electrolytes with resultant cellular turgor and haemo- 
concentration, these changes being responsible for the 
symptoms. W. F. Gaisford 


581. Blood Sugar Values in Premature Infants 
M. A. Norvac. Journal of Pediatrics [J. Pediat.) 36, 
177-184, Feb., 1950. 4 figs., 21 refs. 


The blood sugar value was measured in 42 premature 
infants during the first 2 weeks of life. Except for blood 
from the umbilical cord of 4 infants, for estimation of 
which the Folin and Wu macro-method was used, all 
the sugar determinations were by a modification of the 
Somogyi micro-method with blood obtained from punc- 
ture in the heel. The infants were classified into two 
groups, 38 who were normal and 9 who had some clinical 
manifestation of disease or birth injury and all,of whom 
died within the first few days of life. The infants were 
not fed during the first 24 hours and some were not fed for 
48 hours, after which all had 2-hourly or 3-hourly feeds. 
Blood samples were taken daily not less than 2 hours 
after feeding for the first 7 to 14 days of life. For the 
whole group the mean blood sugar value was 60-0-- 
0-56 mg. per 100 ml. with a standard deviation of 
15-3 mg., and during the second week the corresponding 
figures were 65-1 4.0-82 and 15-1 respectively. The mean 
value for the first week is lower by 4:7+-0-95 mg. per 
100 ml. than the figure obtained by the author in a 
previous study on full-term infants at birth. Blood 
from the placental end of the cord of 4 infants was 
examined and samples were taken from the heel at 
4-hourly intervals thereafter and again after 48 hours. 
The values ranged from 78 to 137 mg. per 100 ml. There 
was a sharp fall in all four cases in the first 4 hours after 
birth, followed by a slow fall to reach a minimum 8 to 
12 hours after birth. Then there was a slight rise, after 
which the curve flattened out and was uninfluenced by 
feeding during the second 24 hours. Weight, tempera- 
ture, and feeding schedules were found to have no 


influence on the blood sugar level. No special symptoms 
were associated with low blood sugar values. Of the 
9 infants who died 4 had low blood sugar levels, but the 
author cannot say how far this finding is to be regarded 
as the cause of symptoms or as a result of birth injury. 
William Hughes 


552. Etiologic Factors in Tetany of Newly Born Infants 
L. I. GARDNER, E. A. MACLACHLAN, W. Pick, M. L. 
Terry, and A. M. BuTLeR. Pediatrics [Pediatrics] 5, 
240, Feb., 1950. 4 figs., 32 refs. 


The authors describe 16 cases of neonatal tetany; all 
these infants were fed on cow’s milk or mixtures of 
evaporated or dried milk. The discussion turns on the 
different ratios of calcium and phosphorus in human and 
cow’s milk, and the differing blood levels of calcium, 
phosphorus, and magnesium produced by each type of 
milk. 

The Ca : P ratio in the human milks examined averaged 
2-26, while in the different types of cow’s milk used the 
ratio was much lower, varying from 1-27 to 1. Of the 
16 infants with neonatal tetany, 2 were fed on diluted 
cow’s milk, 5 on evaporated milk, and 3 and 5 cases 
respectively on two different cow’s milk preparations. 
The blood levels of calcium, phosphorus, and magnesium 
were followed in 7 babies with experimental variations in 
the milk used; in 2 cases the renal clearance of phos- 
phorus was studied again with experimental modifica- 
tions. In breast-fed babies, and in babies fed on cow’s 
milk but not showing clinical tetany, the blood levels of 
P, Ca, and Mg, and the concentrations of P and Ca in the 
milk were also determined. 

The results showed in the infants with tetany (fed on 
different types of cow’s milk) a rise in serum inorganic 
P and a fall in serum ionized Ca and Mg levels compared 
with the corresponding P, Ca, and Mg levels in the 
breast-fed babies. The authors admit, however, that 
blood levels of P and Ca found in the cases of tetany 
may occur in newborn infants fed on cow’s milk without 
clinical evidence of tetany. 

Cow’s milk, even diluted 2 to 1 with water, and some 
commercial milks, are therefore held to be unsuitable for 
infants in the neonatal period as they raise the phos- 
phorus and lower the calcium and magnesium levels in 
the blood. Additional factors predisposing the newborn 
infant on such diets to tetany may be defective kidney 
function and defective action of the parathyroid during 
the neonatal period, conditions which would limit the 
clearance of the excess phosphorus in the blood. The 
superiority of human milk for the newborn infant is 
emphasized; if it is not available, ** a suitable formula for 
the neonatal period appears to be cow’s milk | part, 
water 2 parts, 10% carbohydrate, and calcium gluconate 
to produce a Ca : P ratio approaching that of breast milk. 
The added water and Ca should then be gradually 
reduced.” C. McNeil 
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583. Malrotation of the Bowel Causing Intestinal 
Obstruction 


W. J. Ports and L. M. Harpy. Quarterly Bulletin of 


Northwestern University Medical School |Quart. Bull. 
Nthwest. Univ. med. Sch.) 24, 42-48, Spring, 1950. 
7 figs., 5 refs. 


The authors report 3 cases of intestinal obstruction, 
in an infant, a child, and an adult, in whom malrotation 
of the bowel was found at operation and relieved by 
appropriate treatment. ‘Two other cases are mentioned 
in which the patient suffered from symptoms resembling 
those of chronic duodenal ulcer and in which radiography 
demonstrated malrotation without evidence of an ulcer, 
but in these cases laparotomy to confirm the diagnosis 
had not yet been performed. 

A brief account is given of the embryology of intestinal 

otation and of the pathology which may arise in the 
process. Failure of the bowel to return into the abdomen 
results in exomphalos. Failure of rotation leaves the 
bowel suspended by a pedicle which may form a volvulus; 
this is more usually acute, demanding immediate surgical 
relief, but may be intermittent and cause unexplained 
attacks of colicky pain and vomiting. Alternatively, the 
duodenum may be obstructed by a peritoneal band 
stretching from the posterior abdominal wall to an 
abnormally placed caccum. Reversed rotation is rare, 
but may result in obstruction of the transverse colon in 
its abnormal position behind the superior mesenteric 
vessels. The commonest manifestation of abnormal 
rotation is acute intestinal obstruction in the newborn. 
Repeated bilious vomiting and dehydration occur. 
General abdominal distension is absent, but distension of 
the stomach and duodenum with visible peristalsis may 
be detected. The presence of bile in the vomit will 
distinguish the condition from hypertrophic pyloric 
stenosis, and the finding of milk curds in the stools will 
avoid confusion with intestinal atresia. Surgical shock 
is present if strangulation has occurred. Radiographs 
show the stomach and duodenum to be distended with 
gas; in older children with the intermittent incomplete 
obstruction it is permissible to give a thin barium meal 
in order to demonstrate obstruction of the horizontal 
part of the duodenum, A barium enema in adults may 
show abnormal position of the caecum. 

Treatment consists of laparotomy (after pre-operative 
correction of dehydration) and the untwisting of the 
volvulus or division of the obstructing band as it stretches 
across the duodenum. After division of the band the 
caecum will descend, but no attempt should be made to 
fix it in its normal place. ‘The parents should be warned 
that the child’s appendix is not in its normal place. 

One case is described in which a man of 46, who 
sulfered intermittent attacks of epigastric pain relieved 
by vomiting, was eventually operated upon for a pre- 
sumed duodenal ulcer, although the radiographs showed 
malrotation but no ulcer, and the second part of the 
duodenum appeared stenosed. Partial gastrectomy was 
performed and no ulcer found in the specimen. His 
symptoms were relieved owing, it is thought, to the 
anastomosis, which by-passed the obstructed duodenum. 

Charles P. Nicholas 


584, Pre-eruptive Neurological Complications of the 
Common Contagious Diseases — Rubella, Rubeola, Roseola, 
and Varicella 

P. B. Journal of Pediatrics |J. Pediat.) %, 
185-198, Feb., 1950. 48 refs. 


After pointing out that the presence of neurological 
symptoms in the pre-cruptive stage of four common 
contagious diseases—-rubella, measles, roseola, and 
chickenpox—** constitutes a diagnostic dilemma and may 
cause considerable anxiety”, the author reports 4 cases 
of measles (with 24 authenticated cases reported in the 
literature), one of rubeola (none found in the literature), 
and 4 of roseola (with 2 recorded in the literature), all 
with pre-cruptive encephalitis. Although reports of 
11 cases of varicella with similar pre-eruptive symptoms 
appear in the literature, no such case was seen at the 
Children’s Medical Center, Boston, Mass., between 
1928 and 1948, which is the period covered by this report, 
The author points out by implication that the symptoms 
of encephalitis must be distinguished from febrile 
convulsions. In true encephalitis the symptoms and 
signs include drowsiness, convulsions, aphasia, paralysis, 
ocular disturbances, coma, and confusion. Meningeal 
irritation may be present. The cerebrospinal fluid may 
be normal, or may be under increased pressure (up to 
350 mm. water) with increased protein content (up to 
69-4 mg. per 100 ml.) and/or leucocyte counts up to 
145 per c.mm., usually mononuclear. There may 
also be a leucocytosis. The diagnosis of encephalitis in 
such cases is purely a clinical one, and has never been 
contirmed by histological examination of the brain. 

L. A. Liversedge 


585. Madagascan Noma. A_ Clinical, Pathological, 
Aetiological, and Therapeutical Study. (Le noma de 
Madagascar. Etude clinique, pathogénique, étiologique 
et therapeutique) 

. BouLNots and RABEDAORO. Semaine des Hopi- 
taux |Sem. Hop. Paris| 26, 517-528, Feb. 14, 1950, 
27 tigs., 6 refs. 

The disease here described as ** Madagascan noma” 
[which is essentially the same as that commonly seen in 
Africa and elsewhere in the tropics] occurs among young 
children between 2 and 5 years old, rarely occurs after 
the age of 7, and is 3 times more common in girls than 
in boys. It is a primary condition (as opposed to 
cancrum oris, which occurs as a complication of febrile 
diseases in temperate climates). It is essentially a 
gangrenous Osteo-gingivitis which affects the jaws and the 
unerupted permanent teeth follicles. Occasionally it 
starts in the buccal mucosa, but more often in the gums 
around the incisors, canines, or first molars. The 
gangrene spreads readily to the adjacent cheek, but the 
tongue, fauces, and tonsils escape. The odour is 
characteristic, but there is little fever and no leucocytosis. 
The condition does not appear to be infectious, but 
mortality is high in untreated cases. Streptococci and 
“a kind of bacillus ” are isolated in the earliest lesions, 
from which spirochaetes and fusiform bacilli are absent. 
These last are, however, always present with other 
contaminants in later stages. Nutritional deficiency 


ven 
is re 


586 
acu 
ped 
12 


phe 
flui 
sire 
hav 
to | 
met 

chi 


gas 


58 
Pea 
17 1 
veil 
liter 


app 
anti 
lin 
pen 
affe 
but 
of | 
Stre 
pen 
mol 
It v 
43 
of | 
8d 
the 
syn 
afle 
fou 
Pro 
The 
bac 
wel 
to 
amy 
clin 
dail 
mo! 
Api 
as 
vita 
| 


PAEDIATRICS 


apparently plays no part in the actiology. Treatment with 
antibiotics is specific. Local application of tyrothricin, 
1 in 5 in saline, is advocated for control of infection, and 
helps also in the cicatrization. Local injection of 
penicillin (50,000 units 6-hourly) into the borders of the 
affected area and into the gums is also recommended, 
but is always supplemented by systemic injection in doses 
of up to 400,000 units. Ascorbic acid is also given. 
Streptomycin apparently acts a little more rapidly than 
penicillin, but is more expensive. It is claimed that 
mortality is reduced to nil and facial mutilation pre- 
vented by such treatment. A series of 27 photographs 
is reproduced. Clement Chesterman 


586. Chloramphenicol in Acute Gastro-enteritis in 
Infants. (La cloromicetina nelle sindromi enteritiche 
acute del lattante) 
L. Nasst. Revista di Clinica Pediatrica |Riv. Clin. 
pediat.| 47, 593-601, Sept., 1949. 8 figs., 31 refs. 

Choramphenicol (* chloromycetin”™’) was given to 
12 children between the ages of 13 days and 2 years, 
who were suffering from toxic gastro-enteritic symptoms. 
It was given in all cases by mouth in doses varying from 
43 to 92 mg. per kg. body weight, with a total dosage 
of | to 4g. Treatment was continued for from 4 to 
8 days. aeces were examined in all cases to discover 
the organisms responsible for the  gastro-intestinal 
symptoms and also to observe the changes in the flora 
after chloramphenicol administration. ‘The organisms 
found were almost all Gram-negative (Bacterium coli and 
Proteus vulgaris) and persisted after the treatment. 
The drug did not cause any appreciable change in the 
bacteriological picture of the faeces. Scrological 
examinations for typhoid and paratyphoid infection as 
well as hacmocultures were all negative. It is interesting 
to note the immediate therapeutic action of chlor- 
amphenicol on the temperature, which fell to normal after 
24 to 48 hours. At the same time there was a general 
clinical improvement; the toxic state disappeared, the 
daily number of stools decreased, and the faeces became 
more solid and gradually tended to return to normal. 
Apart from chloramphenicol the author also gave fluids, 
a suitable diet, alkaline mixtures, and high doses of 
vitamins B and C. Results obtained with chloram- 
phenicol were far better than those obtained with dict, 
fluids, and sulphaguanidine, formothiazole and 
streptomycin by mouth. Chloramphenicol seemed to 
have an antitoxic as well as an antibacterial action, and 
to influence favourably metabolism in general and water 
metabolism in particular. 

The results so far obtained are very encouraging and 
chloramphenicol is worth trying in treatment of acute 
gastro-enteritis in infants. L. Weisselberger 


587. Thrombosis of the Renal Vein in Infants 

C. Q. McCLettanp and J. P. HuGues. Journal of 
Pediatrics (J. Pediat.| 36, 214-227, Feb., 1950. 6 figs. 
17 refs. 

The authors describe 3 cases of thrombosis of the renal 
vein in infants, discuss the aetiology, and review the 
literature of this condition. The infants were aged 8, 11, 
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and 12 days respectively on admission to hospital. All 
three suffered from diarrhoea. In one case there were, 
in addition, septic lacerations of the scalp following 
birth injury, in another bronchopneumonia, and in the 
third omphalitis. Evidence of dehydration was noted in 
all cases. The authors consider that specific symptoms 
which point to thrombosis are the onset of shock with 
acidosis, the development of a palpable mass in one or 
both flanks, and haematuria with oliguria or anuria 
followed by collapse. The urine may show gross 
haematuria with albuminuria. Casts containing ery- 
throcytes and leucocytes are found microscopically. At 
necropsy the authors found infarction of the kidney 
associated with venous thrombosis. Both renal veins 
were involved in 2 out of the 3 cases. The affected kidney 
was enlarged and the infarct showed up dark red, with 
mottling on the surface. In all 3 cases thrombosis or 
infarction was found in organs besides the kidneys, 
notably in the spleen (2 cases), lung (2 cases), adrenals, 
brain, and thymus. Microscopically there were the 
usual findings associated with renal infarction. Although 
the diagnosis is considered difficult, the authors were 
able to reach a diagnosis of renal vein thrombosis 
ante mortem in one case. Medical treatment based on 
the administration of antibiotics together with fluids 
and electrolytes parenterally was of no avail. It is 
suggested that the surgical approach is the only one that 
holds out any promise and this might be combined with 
the use of anticoagulants such as dicoumarol. 
William Hughes 


588. ‘The Significance of Mediastinal Pleurisy in Child- 
hood. (Die Bedeutung der Pleuritis mediastinalis 
im Kindesalter) 
F. Scumip and F. Junker. Zeitschrift fiir Kinderheil- 
kunde |Z. Kinderheilk.| 67, 545-575, 1950. 18 figs., 
42 refs. 


In the course of radiological examination of the chest 
in a series of 18,000 children, 332 cases of ‘mediastinal 
pleurisy were found by the authors. These, as well as 
cases described previously in the medical literature, are 
discussed in this artick. The greatest number of 
cases occurred in the first 2 years of life, especially the 
first. In these 2 years boys were almost twice as often 
affected as girls, whereas in the remaining years of child- 
hood the proportion of boys to girls was roughly equal. 
The incidence was greatest in the winter months. About 
50°, of the patients had an ** exudative diathesis *’, that 
is, a low natural immunity of the skin and mucous 
membranes to infection, manifesting itself in frequent 
catarrh of the upper respiratory tract and various skin 
conditions such as eczema, urticaria, impetigo, and boils. 

X-ray examination is essential for the diagnosis of 
mediastinal pleurisy and for establishing its site. A 
right-sided exudate is apparently more than three times 
as common as left-sided; this difference may depend 
partly on the technical difficulty of visualizing the left 
side, and perhaps partly on the close proximity of the 
right mediastinal pleura to the tracheo-bronchial lymph 
nodes. The anterior superior sector of the right media- 
stinal pleura is by far the commonest site. In about 
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one-third of the cases a second pleural effusion, most 
commonly interlobar, was also present. 

Aetiologically, the cases fell into three large groups. 
The first of these is described as “ idiopathic” and 
contained a large number of children with an exudative 
or allergic diathesis; in the second group, the pleurisy 
occurred in conjunction with a pneumonic process, most 
commonly bronchopneumonia; and the third group 
consisted of cases in which the condition could be 
ascribed to tuberculosis. These cases, constituting 
about one-third of the total, occurred mainly in later 
childhood. 

The symptoms of mediastinal pleurisy are few, the 
most characteristic being a croupy cough and stertorous 
breathing without much disturbance in general health. 
Mediastinal pleurisy may be the cause of dyspepsia in 
babies with an entirely normal gastro-intestinal tract. 
The prognosis is very good, even though the exudate may 
not resolve for months. There is no specific treatment. 

Marianna Clark 


589. Infantile Cortical Hyperostosis. Review of the 
Literature and Report of Five Cases 

M. S. SHERMAN and D. T. HELLYER. American Journal 
of Roentgenology and Radium Therapy |Amer. J. Roent- 
genol.] 63, 212-222, Feb., 1950. 12 figs., 15 refs. 


The authors briefly review the reports of 22 cases of this 
disorder which they have found in the literature and add 
5 more case reports of their own. The common features 
appeared to be: (1) onset within the first 6 months of 
life; (2) pain in one or more limbs accompanied by 
irritability; (3) pronounced swelling in the affected 
region; (4) swinging temperature; (5) mild to moderate 
leucocytosis; and (6) the radiographic demonstration of 
periosteal new bone development with gross expansion of 
the bone. 

The mandible was the only bone affected in 2 of the 
authors’ cases, and was affected along with others in a 
third. Biopsy, which was carried out in 2 cases, revealed 
a swollen gelatinous periosteum from which many strands 
of fibrous tissue arose to blend with the more superficial 
fascial planes. Microscopically the marrow, which was 
fibrous and vascular, showed numerous osteoblasts and 
osteoclasts and a small lymphoid type of cell described 
as resembling a micro-myeloblast. There was no 
evidence of active inflammatory change. Biopsy of the 
muscles showed evidence of degeneration with fibrous 
replacement of the fibres and a curious intimal prolifera- 
tion in the arteries. The results of experiments designed 
to find evidence of an infective agent were negative, as 
were those of most of the serological and biological tests 
performed. 

Serial radiographs showed gradual enlargement of the 
medullary cavity, which absorbed most of the periosteal 
accretions of the bone and left the shaft with an irregularly 
widened medullary space and a thin cortex. The changes 
in no case appeared to cross the epiphysial line. The 
active phase appeared to subside within about a year, 
after which growth of the bone tended to obliterate the 
changes, although these were recognizable for several 
years. 


The authors find no satisfactory explanation of the 
aetiology but suggest, in the light of the biopsy findings, 
that the L seemed cause possibly lies outside the bone. 

A. M. Rackow 


590. Polytopic Hereditary Enchondral Dysostoses, 
(Polytope erbliche enchondrale Dysosten) 

U. Coccui. Fortschritte auf dem Gebiete der Rontgen- 
strahlen (Fortschr. Rontgenstr.] 72, 409-435, Feb., 1950, 
20 figs., bibliography. 


The term ‘ polytopic hereditary enchondral dyso- 
stoses *’ covers three main groups of cases, the Leri, 
Morquio, and Pfaundler-Hurler types. The Leri type 
is transmitted by a Mendelian dominant, but there are no 
corneal lesions. The gene in the Morquio’ is recessive 
and there are no corneal lesions, and the gene in the 
Pfaundler—Hurler type is recessive, and corneal lesions 
are present. The common features of the types are 
symmetrically occurring lesions of the epiphyses, 
dwarfism, mental retardation, limitation of movement, 
and a familial incidence. There may also be deformity of 
the thorax and of the hands and feet. A total of 
305 cases in the world literature is reviewed and fitted 
into the three categories, and a case is described in detail 
which falls into the last group. 

Some 13 families, with 42 cases, have been described 
of the first type. Mental retardation is usually the 
presenting symptom, dwarfism becoming apparent during 
the second or third year. On the whole this is the group 
of which the members most nearly approach normal. 
The main lesions are in the large joints, showing epi- 
physial irregularities. The metacarpals and metatarsals 
are often short ‘and the tarsal and carpal bones seem 
irregular. On the whole these children have normal 
faces. 

Children in the second (Morquio) group are more 
deformed, commonly with a kyphosis, keeled chest, 
and short neck. Radiologically there is deformity of 
lumbar vertebrae in 75% of cases. Hepatomegaly and 
splenomegaly are more common than in the first group, 
though blood chemistry in both groups is usually normal. 
The usual presenting feature is mental backwardness, 
noted before physical retardation. Some 125 families 
with 184 cases are described in the literature. 

In the last group 59 families with 79 cases have been 
found. These children show the greatest changes, 
physically and mentally. Dwarfism with gross kyphosis 
is the rule. Besides the bony changes, splenomegaly 
and hepatomegaly are common; 71 children had corneal 
lesions and 14 were deaf. Most children had facial 
changes, with broad noses, and hydrocephalus with a 
typical square-headed appearance. The child described 
has been followed up since 1929, when he was 2 years old. 
Although presenting many of the classical manifestations 
of Hurler’s syndrome, he is mentally normal and does not 
have the typical gargoyle face. 

[This is an excellent review of the literature on the 
subject, with a full bibliography. The classification 
suggested, if proved practicable, would be of great value 
in clearing up this rather untidy group of abnormalities.] 

J. G. Jamieson 
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Medicine 


591. Effectiveness of Various Drugs in Prevention of 
Airsickness 

H. I. CHINN and F. W. Operst. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.]73, 218-291, Feb., 1950. 4 refs. 


Equal protection against air-sickness was given by 
50 mg. of “ benadryl”? and by 100 mg. of “ dram- 
amine the 8-chlorotheophyllinate of benadryl. 8- 
Chlorotheophylline by itself was almost ineffective. 
The maximum protection was given by combining 
0-65 mg. of hyoscine hydrobromide with 50 mg. of 
benadryl. V. J. Woolley 


592. The Significance of Depth of Insertion of the 
Thermometer for Recording Rectal Temperatures. [In 
English] 

P. KARLBERG. Acta Paediatrica [Acta paediatr., Stockh.] 
38, 359-366, 1949. 4 figs., 3 refs. 


593. On the Significance of Mountain Climate in the 
Treatment of Bronchial Asthma. (The Result of the 
Treatment of 760 Asthmatics at Are Fjallkuranstalt During 
and After the Sojourn) [In English] 

F. DencKer. Acta Medica Scandinavica [Acta med. 
scand.| 134, 389-404, 1949. 1 fig., 29 refs. 


The health of 760 asthmatic patients was investigated 
during their treatment at a Swedish mountain health 
resort and 2 to 10 years afterwards. While at the resort 
§2:4°% obtained complete and 30-6°%% almost complete 
relief from symptoms, 11-7°%% showed subjective improve- 
ment, and only 4-6% failed to obtain any improvement; 
5 patients died. The late results in the 755 cases consisted 
of cure in 18-4°%% and improvement in 42:5%. Climato- 
therapy is considered beneficial because of lessened 
exposure to allergens and psychical traumata. 

A, Wynn Williams 


594. Investigations of the Function of the Suprarenal 
Cortex in Allergic Diseases . 

Z. ERtKSSON-—Linr, P. O. Perray, and I. Rusk. 
Acta Allergologica [Acta allerg., Kbh.| 2, 299-324, 1949. 
Bibliography 


The action of the adrenal cortex depends upon its 
production of three groups of hormones: (1) desoxy- 
corticosterones (salt and water factor); (2) glucocorti- 
costeroids (sugar factor); and (3) 17-ketosteroids 
(protein factor). Various investigations were carried 
out to see whether in patients suffering from allergic 
complaints there was a relative insufficiency of the 
adrenal cortex. It was found that disturbances in 
carbohydrate metabolism were frequently, and dis- 
turbances in water and salt metabolism sometimes, 
present in allergic cases. No investigations were carried 
out on the excretion of 17-ketosteroids in such cases. 
The pituitary adrenocorticotrophic hormone stimulates 
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the production of adrenal cortical hormone at times of 
stress, and it is suggested by the authors that in allergic 
diseases the insufficient function of the adrenal cortex 
does not allow the body to acquire a power of resistance 
when exposed to physical or chemical stress, so that it 
enters into a state of exhaustion. This state is seen during 
the period between attacks, when the patient suffers from 
symptoms of relative lack of cortical hormones. Thus 
anything that restores or increases the function of the 
adrenal cortex will help the organism to overcome the 
state of exhaustion and prevent the onset of the next 
state of shock and contra-shock (Selye), which is that of 
the allergic attack. A. W. Frankland 


595. The Parenteral Use of Neo-antergan. A Clinical 
Study 

J. Mitter. Annals of Allergy [Ann. Allergy] 8, 68-71, 
and 145, Jan.—Feb., 1950. 17 refs. 


“* Neoantergan ’’ (pyranisamine maleate) was given 
intramuscularly or intravenously to 138 patients with 
various allergic disorders, in whom co-seasonal or 
pre-seasonal desensitization was carried out at the 
same time. The average dose was 4 to 5 mg., and the 
intravenous route was discarded because of the frequency 
of side-effects. The drug was effective subjectively in 
hay fever, rhinitis, and urticaria, but of doubtful value in 
asthma, dermatitis, and migraine. [The dosage used is, 
in the opinion of the abstracter, extremely small.] 

H. Herxheimer 


METABOLIC DISORDERS 


596. Studies in Malnutrition. I. The Clinical Picture 
of Severe Malnutrition in Large Numbers of Returned 
Male Prisoners. (Untersuchungen an Unterernéhrten. 
I. Das_ klinische Bild hochgradiger Unterernaihrung 
an grossen Zahlen ‘mannlicher Heimkehrer) 

R. SCHOEN and F. HARTMANN. Deutsches Archiv fiir 


_Klinische Medizin [ Dtsch. Arch. klin. Med.] 196, 593-606, 


1950. 10 figs., 21 refs. 


A study was made of over 12,000 unfit war prisoners 
returning from the East through a transit camp. On the 
average these men were 18-5% below weight, and after 
loss of oedema 22% below. The lowest weight was 44°% 
below normal. All men had a distant look, expression- 
less face, indolent manner, apathy in spite of return 
home, and no impatience at or resistance to investigation. 
Skin was dry, often hyperkeratotic, and hanging in folds. 
The abdomen was prominent in spite of general wasting. 
Half the patients had severe nutritional lesions; two- 
thirds had wasting without oedema. Generalized 
oedema was rare, and when seen was not related to the 
severity of the malnutrition. Many had been partially 
treated when first seen. 
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Hypoproteinaemia was common, with hydrostatic 

oedema in 35%. Capillary damage was considered a 
factor in the pathogenesis of the oedema. In 100 cases 
nail-bed capillaries were examined by microscopy. 
Increased tortuosity and atony of the venous side 
was frequent in the oedematous, spastic contraction of 
the venous loop more common in the non-oedematous. 
In contrast to beriberi, the heart appeared small in 
radiographs. Moderate anaemia was usual, severe 
anaemia less common. Iron deficiency was uncommon 
and macrocytes were sometimes seen. Manifest ‘endo- 
crine disturbance was not seen, but reduction of thyroid 
activity and sexual function suggested some hypo- 
pituitarism. Vitamin deficiency states were seen in some 
cases. Night blindness was frequent. Hyperkeratosis 
was present in 1,542 cases. Neuritis not of infective or 
toxic origin occurred in 187 cases. Beriberi was only 
seen in 7 cases; full scurvy did not occur, but gingivitis 
and tendency to bleeding were noted 123 times. Skin 
changes classed as dyskeratoses were found in 10-6°%. 
Dysentery was common and often led to collapse. 
Achlorhydria was observed in 85°, of test-meals. In 
25% of patients there was active tuberculosis of un- 
favourable prognosis. C. L. Cope 


597. Studies in Malnutrition. 
the Basal Metabolism. (Untersuchungen an Unterer- 
nahrten. Il. Das Verhalten des Grundumsatzes) 

P. GOset, F. HARTMANN, and O. MERTENS. Deutsches 
Archiv. klin. Med.| 196, 607-615, 1950. 3 figs., 37 refs. 


In 92 cases of gross malnutrition in returning prisoners 
of war, basal metabolic rate (B.M.R.) was estimated by 
the Douglas bag method. In all but 2°, the B.M.R. lay 
between -20°, and —40%. No clear relation was 
demonstrated by a scatter diagram between the extent of 
malnutrition, as judged by weight loss, and the depression 
of the B.M.R. If, however, the mean fall in B.M.R. 
was plotted for groups with the same percentage loss of 
weight, it became evident that B.M.R. fell in proportion 
to weight loss until this loss reached 20 to 24%. There- 
after no further fall in B.M.R. occurred until 40°¢ loss of 
weight, after which the B.M.R. rose again. Collected 
figures from the literature showed the same general 
tendency. C. L. Cope 


Il. The Behaviour of 


598. Studies in Malnutrition. III. Comparison of 
Serum Protein Changes with Erythrocyte Sedimentation 
Rate, Takata-Ara Reaction, Weltmann Coagulation 
Band, and Cadmium Sulphate Reaction. (Untersuch- 
ungen an Unterernahrten. III. Vergleich der Serumei- 
weissveranderungen mit der Blutsenkungsgeschwindig- 
keit, der Takatareaktion, dem  Weltmannschen 
Koagulationsband und der Kadmiumsulfatreaktion) 

F. HARTMANN, O. MERTENS, and W. PoLa. Deutsches 
Archiv fiir Klinische Medizin (Dtsch. Arch. klin. Med.] 
196, 616-626, 1950. 4 figs., 37 refs. 


In 230 malnourished returned prisoners of war, serum 
proteins were estimated and values related to the ery- 
throcyte sedimentation rate (E.S.R.) and results of 
Takata-Ara, cadmium sulphate, and other such reactions. 
Total protein concentration varied from 3-7 to 9-4 g. 
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per 100 ml., with mean value of 6:2. The lower figures 
were found in only a slightly greater proportion of oede- 
matous cases than of cases of * dry * wasting. There was 
only a rough relation between degree of wasting and 
serum protein concentration. The mean albumin- 
globulin ratio was 0-69, but both albumin and globulin | 
fractions varied widely. The E.S.R. bore no relation to 
this ratio, to the erythrocyte diameter, or to haemoglobin 
concentration. There was a definite relation of E.S.R. 
to fibrinogen content and to erythrocyte count. The 
Takata-Ara reaction was weakly positive in 27 cases and 
fully positive in 6. The average E.S.R. was lower in 
Takata-positive sera than in Takata-negative ones. Well 
sustained serum protein concentrations were often found 
in severe wasting. They were probably maintained by 
the more active use of tissue proteins. Dehydration also 
assisted. Serum albumin level was always low in oede- 
matous cases. L. Cope 


599. Studies in Malnutrition. IV. Lack of Digestive 
Enzymes and the Significance of Serum Proteins in their 
Disappearance. (Untersuchungen an  Untererndhrten. 
1V. Uber den Mangel an Verdauungsfermenten und die 
Bedeutung der Serumeiweisse fiir den Fermentschwund) 
H. FEHRMANN, F. HARTMANN, O. MERTENS, and W. Pota, 
Deutsches Archiv fiir Klinische Medizin {Dtsch. Arch. 
klin. Med.| 196, 627-638, 1950. 5 figs., 30 refs. 

In 150 undernourished returning prisoners of war 
investigations were made of gastric juice, including 
estimations of total acidity and pepsin and pepsinogen 
content, both before and after a test-meal. Diastase 
was determined in urine and in serum, trypsin and 
erepsin in duodenal juice, and lipase in serum. 

It was hoped to determine the relation between degree 
of disappearance of enzymes in malnutrition and the 
serum protein level. Of a group of 43 patients all 
lacked free acid in the gastric juice and 5 had no fasting 
juice. Pepsinogen content was often reduced, and 
pepsin was absent from resting juice in two-thirds of the 
cases. Serum diastase level was variable but usually 
reduced. Trypsin was lacking from duodenal juice in 
25% of cases, and its content was reduced in 40%. 
Increased quantities of enzymes were, however, found ina 
few cases and these were all of the severely dehydrated 
cachectic .type. Reductions of duodenal trypsin, of 
serum diastase, and of serum lipase content were all 
related to the extent of reduction of serum protein 
content. There was no such relation with pepsin in the 
gastric juice. C. L. Cope 


600. Some Clinical Parallels to the Action of Vitamins - 


B on Lingual Fluorescence with Note on Practical Aspects 
of Vitamin B Treatment. [In English] 

R. HirscHretp. Acta Dermato-Venereologica [Acta 
derm.-venereol., Stockh.] 30, 173-178, 1950. 12 refs. 


The author, with Hagerman, in 1947 claimed to have 
shown an association between fluorescence of the dorsum 
of the tongue under Wood’s lamp and vitamin-B meta- 
bolism (Abstracts of World Medicine, 1948, 3, 607). 

In the present investigation he treated, with 
various vitamin-B preparations, patients who presented 
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“abnormal lingual fluorescence in conjunction with 
certain clinical symptoms possibly to be referred to 
vitamin-B deficiency”. For dosage he refers to the 
previous report. The conditions treated were: 
“tongue lesions suggesting black hairy tongue, i.e. four 
cases and two possibly belonging to the group of pseudo- 
black or mycotic tongue ”’; of these 3 were cured and 
3 not cured; 6 cases of angular stomatitis, of which 
§ were cured; 3 cases of partial onycholysis (one cured, 
2improved); 2 cases of brittle nails (both cured); 7 cases 
of loss of hair, of which 5 were improved. Fluorescence 
of the tongue was abnormal in all these patients before 
the treatment was started, but was restored to normal in 
every case. 

[The author’s thesis that there is a relation between 
fluorescence of the tongue and vitamin-B metabolism 
based on the study of conditions believed (on no very 
sound evidence) to be due to vitamin-B deficiency, and’on 
the effect of vitamin-B therapy on fluorescence, seems 
open to criticism. Loss of hair is due to many causes and 
angular stomatitis usually occurs with no evidence of 
nutritional deficiency.] S. T. Anning 


601. The Influence of Artificially Enriched Rice on 
Beriberi Mortality in Bataan Province 

J. SALceDo, M. D. Bampa, E. O. Carrasco, F. R. Jose, 
and R. C. VALENZUELA. Journal of the Philippine 
Medical Association [J. Philipp. med. Ass.| 25, 519-534, 
Nov., 1949. 3 figs., 12 refs. 

Beri-beri remains one of the most important causes of 
death in the Philippines, the mortality from this cause 
being second only to that from tuberculosis (138-05 per 
100,000 compared with 164:95 per 100,000 for tuber- 
culosis). An-attempt is being made to reduce the 
incidence of beri-beri by the supply of artificially enriched 
rice in selected municipalities of Bataan Province, chosen 
because geographical conditions allow of easy control of 
the experiment. 

Of the 13 towns in Bataan, 9 were first surveyed by 
sampling, between 10°, and 64°, of the total population 
in each being clinically examined. Among a total of 
12,384 persons examined, 1,580 cases of frank or 
suspected beri-beri were encountered. It was found that: 
(a) there was no significant difference in the incidence of 
clinical beri-beri as between the urban and rural popula- 
tion; (b) the incidence was highest in expectant mothers, 
followed in order by nursing mothers, other adults, 
infants, and children, the lower incidence in infants being 
attributed to the high mortality among them; (c) the 
incidence varied from 5-72°% to 24-26% in different 
municipalities, with an average of 12-76% for the total 
population of Bataan province. At the same time a 
dietary history was taken, an assessment of nutritional 
Status made, and the intake of calories and aneurin 
calculated in a selected group of 50 normal subjects. 
The average daily aneurin intake was found to be 
0-7 mg., compared with a calculated daily requirement 
of 1-1 to 2-0 mg. 

_ The province was then divided into two areas, one 
including 7 towns with a total population of 63,508, 
and the other 5 towns with a total population of 29,393, 
the former being supplied only with rice artificially 


enriched with aneurin, nicotinic acid, and iron, while the 
latter continued to receive their usual polished rice supply. 
The mortality from beri-beri in the two areas was 
compared and it is stated that “* the results after 9 months 
indicate a more substantial and significant reduction in 
the mortality from beri-beri in the area fed with enriched 
rice than in [the control area]’’. The results are set out 
in long and detailed tables. H. S. Stannus 


602. Infective Hepatitis in Diabetes Mellitus. (Virushe- 
patitis bei Diabetes mellitus) 

K. MELLINGHOFF and F. DUENSING. Deutsches Archiv 
fiir Klinische Medizin [Dtsch. Arch. klin. Med. 196, 
569-584, 1950. 4 figs., 45 refs. 


The incidence of virus hepatitis at the Géttingen 
diabetes clinic, which had previously been very low, 
rose progressively from 1940 to 1948. It reached finally 
a rate of 12°5°%. The total number of cases seen since 
1940 is 72. The average age at onset was higher than 
that met with in non-diabetics. For the latter it was 
22-4 years, for the diabetic group it was 44-9 years. 
Hepatitis was commoner in men than in women, and in 
summer than winter. Patients with moderately severe 
diabetes were more often affected than either those with 
mild or those with the most severe forms. 

The clinical course did not differ widely from that seen 
in non-diabetics. It was more prolonged, but this is 
largely explained by the higher average age. Erythro- 
cyte sedimentation rate and liver function reactions 
frequently remained abnormal for long periods. The 
most severe cases of hepatitis were found in diabetics of 
moderate severity. Occasionally the hepatitis and 
jaundice had no appreciable effect on the severity of the 
diabetes, but more usually there was a deterioration, with 
rise in insulin requirements and increased glycosuria. 
This deterioration was often to be observed 3 weeks or 
even a month before onset of jaundice. Return to 
original tolerance usually occurred 4 to 6 weeks later. 
Further impairment of the carbohydrate tolerance was 
independent of the severity of the hepatitis. 

An attempt was made to determine from the epidemio- 
logical history the relative proportions of infective 
hepatitis and of serum hepatitis among these 72 cases. 
It was concluded that 15 cases were of true serum 
hepatitis and a further 11 probably so; 19 patients were 
considered to have infective hepatitis and a further 
19 probably the infective type. In the remaining 8 no 
classification could be made. Thus it is concluded that 
infective hepatitis played a greater part than serum - 
hepatitis in this series. It is admitted, however, that 
distinction is difficult. 

It is considered that there is an increased susceptibility 
to the infection in diabetics. The course in cases 
attributed to syringe infection was more severe than that 
of the infective hepatitis group. The former cases were 
usually afebrile throughout, whereas fever occurred in 
more than half the cases diagnosed as infective hepatitis. 
The pre-icteric deterioration of carbohydrate tolerance 
was found in the infective hepatitis group, but not in those 
regarded as cases of serum hepatitis. This difference was 
of diagnostic value. C. L. Cope 
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603. Relationships of Availability of Oxygen to Physical 
Fitness in Patients with Cardio-respiratory Diseases 

R. A. Bruce, F. W. Lovejoy, P. N. G. Yu, and 
M. McDowe LL. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 
73, 212-216, Feb., 1950. 2 figs., 9 refs. 


The clinical assessment of exercise tolerance can be 
greatly helped by the use of the * physical fitness index ”’, 
which is an expression of the ratio of respiratory efficiency 
to cardiac response during a period of standardized 
exercise On a power-driven treadmill (Bruce ef al., 
Science, 1949, 110, 442). Normal values range between 
12 and 26, with a mean value of 19 in subjects walking 
for 10 minutes at 2-6 miles (4:18 km.) per hour. In 
patients with cardio-respiratory disorders, the exercise 
tolerance has been shown to be correlated with the oxy- 
gen gradient of the lungs and the oxygen tension of the 
peripheral tissues during rest. Thus the working capacity 
is proportional to the availability of oxygen to the tissues, 
and this is determined by the state of the patient's 
circulation. A. 1. Suchett-Kaye 
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604. Electrocardiographic Changes in Pulmonary Col- 
lapse: Artificial and Spontaneous Left-sided Pneumo- 
thorax Studied by Conventional and Unipolar Methods 

C. SitverserG, R. KINGSLAND, and D. FELDMAN, 
Diseases of the Chest |Dis. Chest] 17, 181-189, Feb., 
1950. 2 figs., 9 refs. 


Limb, chest, unipolar (Wilson), and augmented uni- 
polar (Goldberger) lead records were made in 4 cases at 
the onset of left spontaneous pneumothorax and during 
the course of the lung’s re-expansion. A further 2 cases of 
therapeutic pneumothorax were similarly studied before 
pneumothorax induction and during the development of 
the pneumothorax space. The records showed a charac- 
teristic pattern; there was a small T,, a T; larger than T,, 
QRS small and inverted, and low or inverted T waves 
in the precordial leads. The unipolar-lead records 
indicate that this pattern is due to alterations in the 
vertical axis of the heart, a view supported by radio- 
graphic examinations at the time of the recordings. 
Two sets Of electrocardiograms are reproduced in the 
article. J. Robertson Sinton 


605. The Electrocardiogram in Hypocalcemia with 
Special Reference to the T-wave. [In English] 

O. LiUNG. _ Acta Medica Scandinavica [Acta med. scand.] 
136, 56-70, 1949. 5 figs., 28 refs. 


Alterations were present in the electrocardiogram 
of 18 out of 20 patients with post-operative hypocalcaemia 
in whom the blood calcium level fell below 7-5 mg. per 
100 ml. The Q-T interval was prolonged by an average 


of 0-1 second, and the T waves in leads I and II were 
abnormal in 11 cases, being of low amplitude, diphasic, 
or inverted; the T waves tended to vary markedly in serial 
electrocardiograms taken over a period of one or two 
days. As the serum calcium level rose to normal the 
Q-T interval and the T waves became normal. Similar 
electrocardiographic changes were present in 8 patients 
with hypocalcaemia due to other causes. 
Winston Turner 


606. The Electric Strain Gauge Ballistocardiograph 
V.E. KRAHL. American Heart Journal [|Amer. Heart 
39, 161-173, Feb., 1950. 8 figs., 30 refs. 


607. The Electrocardiographic Signs of Myocardial 
Infarction in the Presence of Bundle Branch Block. I. 


’ Myocardial Infarction with Left Bundle Branch Block 


W. Dresser, H. Roescer, and A. SCHWAGER. American 
Heart Journal |Amer. Heart J.| 39, 217-242, Feb., 1950, 
12 figs., 18 refs. 


608. Measurement of the Venous Pressure and of the 
Circulation Time. [In English] 

O. StrorsteEiIn. Acta Medica Scandinavica [Acta med. 
scand.]| 136, 122-129, 1949. 2 figs., 9 refs. 


The venous pressure and circulation time were esti- 
mated and the volume of the heart determined 
radiologically in 444 patients with heart disease or thyro- 
toxicosis and in 23 healthy controls. There did not 
appear to be any relation between the circulation time 
and the size of the heart. The venous pressure was 
raised in cases of right ventricular failure, but the circula- 
tion time was prolonged in cases of left-sided heart failure 
and shortened in those of Graves’s disease. Repeated 
measurement of these values is considered to be useful in 
assessing clinical progress. E. Neumark 


609. Cerebral Circulation in Heart Failure 
P. SCHEINBERG. American Journal of Medicine [Amer. 
J. Med.) 8, 148-152, Feb., 1950. 11 refs. 


At Duke University, North Carolina, the cerebral 
blood flow was studied with the nitrous-oxide technique 
in 14 cases of congestive heart failure with low cardiac 
output. No patient had any complicating illness likely 
to increase the cardiac output, was grossly anaemic, 


or- had mental symptoms. The blood samples were 


drawn simultaneously from the jugular vein and the 
femoral artery. The author points out that it is necessary 
to determine the mean value of a series of estimations, 
because of the variations from person to person and the 
technical errors of the procedure. In these patients the 
cerebral blood flow was found to be 39°% less than the 
mean determined on normal people. The mean cerebral 
arterio-venous oxygen difference was increased by 41% 
over the normal, and the mean cerebral arterio-venous 
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. rough irregularities on the ** f’’ waves. 
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glucose difference and the cerebral vascular resistance 
were also significantly increased. The mean cerebral 
yenous Oxygen tension was much lower than normal, 
as was also the mean cerebral oxygen consumption. 

The author comments on and analyses these results. 
He points out that a. contamination of internal jugular 
blood by blood from extracranial sources is theoretically 
possible, and further experiments are being undertaken 
to check this point. There appeared to be a fairly 
accurate correlation between the percentage reduction of 
cerebral blood flow and the reduction of cardiac output 
in the patients with chronic cardiac failure. The studies 
are compatible with the assumption that the increase in 
resistance in the cerebral vessels is due to vasoconstriction 
but no attempt is made to elucidate the mechanism of this 
postulated vasoconstriction. M. H. Pappworth 


610. Mechanism of the Auricular Arrhythmias 

M. PRINZMETAL, E. Corpay, I. C. Britt, A. L. SELLERS, 
R. W. W. A. FiieG, and H. E. KruGer. 
Circulation [Circulation] 1, 241-245, Feb., 1950. 3 refs. 


The mechanisms of the four auricular arrhythmias, 
namely, premature beats, paroxysmal tachycardia, 
auricular flutter, and auricular fibrillation, induced by the 
aconitine and post-electrical-stimulation methods, have 
been investigated in more than 200 dogs by means of 
high speed cinematography, cathode-ray oscillography, 
and multiple-channel electrocardiography. Films of 
the auricles of the intact, exposed heart were taken in 
colour at speeds of 2,000 frames a second, the motion of 
the auricles being slowed 250 times when the films were 
subsequently projected at 8 frames a second; auricular 
events that had originally occupied one second thus took 
4 minutes to view on the screen. A magnifying lens was 
used which enlarged the image of the auricle 100 or more 
times on projection, and by means of such pictures the 
auricular contraction wave could be seen for the first 
time. 

Auricular fibrillation was seen to be characterized by 
two phenomena: (1) Minute, irregular contractions 
which were continuously present. These were termed 
“M ”’ contractions and involved an area of auricular wall 


_ approximately 0-03 to 3 mm. in diameter. (2) Large, 


rhythmic, wave-like contractions, termed ** L ’’ contrac- 
tions, which swept across the auricle at a rate of 400 to 
600 per minute, showing no sign of pursuing a circus 
path. In the ordinary electrocardiogram the familiar 
“f°? waves probably represent the L contractions, and 
the M contractions are probably responsible for the tiny, 
It is. concluded 
“that in both man and animals auricular fibrillation is a 
chaotic heterorhythmic disturbance and that Lewis's 
hypothesis that a circus movement is present which gives 
rise to daughter waves is erroneous. Similarly, no 
evidence of a circus movement was found in the film 
records of auricular flutter, the flutter waves being similar 
to the L waves of auricular fibrillation but more regular 
and generally more vigorous, originating at the point of 
local application of aconitine and spreading thence in all 
directions at once. The appearances in paroxysmal 
auricular tachycardia were essentially similar to those in 
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auricular flutter, the only differences being (1) that the 
auricular rate in paroxysmal tachycardia was slower than 
in flutter and, consequently, each auricular wave was 


' followed by a ventricular response (that is to say, there 


was no auriculo-ventricular block); and (2) in paroxys- 
mal tachycardia the propagation of the individual waves 
was faster than that of the flutter waves. 

The present conception of the action of anti-arrhythmic 
drugs such as quinidine and digitalis, namely, that they 
act largely through their supposed effect on the gap 
between the head and tail of the circus movement, 
becomes untenable in the light of these observations. 

[If the findings reported in this short paper (which are 
to be set out in full detail in a forthcoming monograph) 
are confirmed, they are likely to alter fundamentally our 
conception of the auricular arrhythmias.] |S. Oram 


611. The Incidence of Auricular Flutter and Auricular 
Fibrillation Associated with Complete Auriculo-Ventricular 
Dissociation. [In English] 

P. HANsseN. Acta Medica Scandinavica [Acta med. 
scand.] 136, 112-121, 1949. 7 figs., 10 refs. 


Clinical and electrocardiographic examination of 
59,000 patients admitted to the medical departments of 
Oslo’s municipal hospitals in the period 1936-45 revealed 
66 cases of complete auriculo-ventricular dissociation. 
The dissociation was permanent in 64% and intermittent . 
or transitory in the remainder. Among these 66 patients 
auricular flutter was demonstrated in 7 and auricular 
fibrillation in 8 cases. The records suggest that heart 
failure and angina pectoris are more frequent where 
auricular flutter or fibrillation accompanies heart block. 

A, Wynn Williams 


612. Paroxysmal Ventricular Tachycardia: a Study of 
One Hundred and Seven Cases 

C. A. Anmprust and A. Levine. Circulation [Circula- 
tion] 1, 28-40, Jan., 1950. 2 figs., 46 refs. 


A careful analysis of 107 cases of paroxysmal ventri- 
cular tachycardia is made in which aetiology, clinical 
features, diagnosis, prognosis, and treatment are reviewed. 
{It should be read in full.] D. Verel 


613. Remarks on the Mechanism of Heart Fibrillation. 
[In English] 

K. VAN DoNGEN and A. TAAL. Archives Internationales 
de Pharmacodynamie et de Thérapie {Arch. int. Pharma- 
codyn.] 81, 129-146, 1950. 48 figs., 14 refs. 


614. The Presystolic Murmur in Mitral Disease with 
Sinus Rhythm and Incomplete Arrhythmia. (Sur le 
souffle présystolique dans les maladies mitrales avec 
rythme sinusal et en arythmie complete) 

E. ViciG. Schweizerische Medizinische Wochenschrift 
[Schweiz. med. Wschr.] 79, 1130-1132, Nov. 26, 1949. 
4 figs., 1 ref. 


If the presystolic murmur heard in mitral stenosis is 
produced by auricular systole at the end of ventricular 
diastole, it must then cease at the moment when auricular 
flutter commences. But clinical observations of a pre- 
systolic souffle accompanying. auricular flutter are 


160 CARDIOVASCULAR DISORDERS 


repeatedly described. On the grounds of accurate 
simultaneous recording of electrocardiogram, venous 
pulse, and heart sounds it is concluded that the so-called 
presystolic sound is, as a rule, situated actually in the first 
part of systole and is thus not—or only to a very small 
extent—* presystolic’’. In the rare cases in which a 
presystolic sound accompanies auricular flutter this may 
be due to overflow of blood from the left auricle into the 
ventricle as a result of elevation of the plane of the 
atrioventricular valve, that is, to premature commence- 
ment of the period of increasing tension in the ventricle. 
P. D. H. Ludwig (Excerpta Medica) 


See also Section Radiology, Abstract 526. 


615. Atrophy of the Heart: A Correlative Study of 
Eighty-Five Proved Cases 

H. K. HELLERSTEIN and D. SANTIAGO-STEVENSON. 
Circulation [Circulation] 1, 93-126, Jan., 1950. 17 figs., 
bibliography. 


CONGENITAL AFFECTIONS 


616. The Femoral Pulse Curve in Coarctation of the 
Aorta. [In English] 

S. ByorK and K. LiEDHOLM. . Acta Medica Scandinavica 
[Acta med. scand.] 136, 97-104, 1949. 5 figs. 


Femoral and carotid pulse tracings in 3 patients with 
aortic coarctation were compared with those in 10 normal 
subjects. The femoral pulse curve of these patients was 
considered pathognomonic of aortic coarctation in three 
respects: first, the peak of the curve was reached much 
later than in normal subjects; secondly, this same peak 
occurred after the end of cardiac systole recorded in the 
carotid pulse curve, whereas in normal subjects it occurs 
before the end of systole; thirdly, the descending limb of 
the curve fell more slowly than in normal subjects and 
contained no secondary peak. A. Wynn Williams 


617. The Mechanism of the Reduction of Red Cells and 
Hemoglobin Following Operation for Tetralogy of Fallot 
H. W. Joserpus. Bulletin of the Johns Hopkins Hospital 
[Bull. Johns Hopk. Hosp.) 86, 1-19, Jan., 1950. 26 refs. 


Twenty cases of tetralogy of Fallot were studied with 
the purpose of determining the rate of blood destruction 
and formation before and after operation. Relative 
rate of blood destruction was estimated from the average 
daily excretion of urobilin in the stools, that of formation 
from the reticulocyte counts. Previous to operation 
both urobilin excretion and reticulocyte percentage were 
above normal. Taking into account the probable 
increase in cell mass, the relative increase in urobilin 
excretion indicates a relative increase in blood destruc- 
tion that approximately balances the increase in 
reticulocyte percentage. 

Following operation the reticulocytes are diminished 
to a very low point and in many cases disappear entirely. 
This is interpreted to mean a marked reduction, if not a 
virtual cessation, of blood formation, presumably a part 
of the mechanism by which the pre-operative poly- 


cythemia is reduced. Following operation the urobilin 
excretion is.markedly increased over a period of about a 
week, then rapidly falls to a normal figure. Calculation 
of the ratio between the total urobilin excretion and the 
fall in hemoglobin indicates that the major factor in the 
reduction of red cells and hemoglobin following operation 
is blood destruction. 

The similarity between the course of events in these 
cases and that during the reduction in hemoglobin and 
red cells in the newborn period is pointed out. Asa 
result it is suggested that blood destruction in these cases 
is the result of a physiological mechanism which has as 
its purpose’ the reduction of red cells.—{Author’s 
summary.] 


618. Studies of Congenital 
Uncomplicated Pulmonic Stenosis 
J. W. Dow, H. D. Levine, M. ELkin, F. W. Haynes, 
H. K. J. W. WHITTENBERGER, B. G. FERRIS, 
W. T. GoopaLe, W. P. Harvey, E. C. EppinGer, and 
L. Dexter. Circulation [Circulation] 1, 267-287, 
Feb., 1950. 5 figs., 49 refs. 


Eight cases of simple pulmonary stenosis are reported 
with clinical, radiological, and electrocardiographic 
findings and a description of the circulatory dynamics 
as determined by means of cardiac catheterization. 
Angiocardiography was not carried out. There were 
6 males and 2 females, aged 11 to 26. None was 
cyanosed; 3 were symptom-free, and 3 had slight effort 
intolerance and 2 moderate breathlessness on exertion. 
They were all normally developed. The systolic thrill 
and murmur were maximal in the 2nd, 3rd, or 4th left 
intercostal space. The pulmonary second sound was 
sometimes normal, but sometimes decreased or increased 
in intensity. The pulmonary arc was prominent in 
6 cases, but the peripheral pulmonary vascular markings 
were normal. The “ P pulmonale” in leads II and III 
was seen in only one instance. Late electrical activation 
of the right ventricle due to right ventricular hypertrophy 
or slight incomplete right bundle-branch block occurred 
in 5 cases. 

In all cases the pulmonary artery pressure was appre- 
ciably lower than that in the right ventricle. The 
arterial oxygen saturation was normal. Samples from 
the superior vena cava, right auricle, right ventricle, and 
pulmonary artery were essentially similar. Ventilation, 
oxygen consumption, arterio-venous oxygen difference, 
cardiac output, and cardiac indices were similar to those 
in normal controls. 

Response to effort remained normal at the expense 
of a considerable rise in right ventricular pressure. 

[This article contains a valuable review of the 
literature.] Paul Wood 


Heart Disease. IV. 


619. Radiokymography in Patent Ductus Arteriosus 
K. S. SmitH and F. G. Woop. British Heart Journal 
[Brit. Heart J.] 11, 257-263, July, 1949. 7 figs., 8 refs. 


The authors base their observations on 16 cases of 
patent ductus arteriosus examined by means of radio- 
kymography at the London Chest Hospital, in all of which 
the diagnosis was subsequently confirmed at operation. 
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They stress the difficulties of a purely clinical diagnosis 
and the necessity of excluding associated defects before 
operation in such cases. Straight x-ray appearances were 
often only slightly abnormal and sometimes entirely 
normal. Insome cases the pulmonary arc was prominent 
and to a lesser degree the pulmonary conus, of which the 
slight prominence often found in normal children should 
be borne in mind. Kymographs were taken with the 
moving-grid technique using the following factors: 
focus-film distance 4 feet (1:2 m.); grid slits 11-5 mm. 
apart; exposure 1-8 seconds at 100 mA and 65 kV for 
children and up to 90 kV for adults. 

Four special radiokymographic features of the left 
cardiac border were observed: (1) Para-aortic waves, 


lying parallel to the aortic knuckle and lateral to it, but 


of diminished density, were seen in 6 of the cases and 
have not been observed in any other condition. (2) 
Vibration waves were seen in 12 cases, occupying a 
narrow region below the aortic zone and blending farther 
down with the pulmonary artery waves. The vibration 
was fine and the rate about 400 per minute, and consti- 
tuted the radiological counterpart of the clinical thrill. 
(3) Exaggerated pulmonary-artery waves were seen, 
corresponding to the prominent, pulsatile pulmonary 
arc seen on radioscopy, whereas the main branches of 
the pulmonary artery sometimes showed exaggerated 
movement corresponding to the “hilar dance” often 
seen on the screen. This sign was of value in excluding 
pulmonary stenosis. (4) Exaggerated upper left-ventri- 
cular waves were observed, and are also seen in aortic 
incompetence. Like the pulmonary-artery appearances, 
they are due to associated haemodynamic disorders. 
The kymographs were repeated after operation and the 
disappearance of the above signs noted. The kymo- 
graphic appearances of the left border of the cardiac 
silhouette in the normal heart are also described. 
G. A. Stevenson 


620. Angiocardiography in Cyanotic Congenital Heart 
Disease 

M. CAMPBELL and T. H. Hits. British Heart Journal 
(Brit. Heart J.] 12, 65-95, Jan., 1950. 21 figs., 29 refs. 


The results are described of angiocardiography in a 
series of 50 cases of congenital heart disease, of which 
48 were cyanotic. The technique used is described in 
detail, the main feature being that the image produced on 
a fluorescent screen 16 in. (40 cm.) square was recorded by 
means of a large roll-film camera, the exposures being 
made at a rate of one a second on film of such width that 
the finished negatives were about 5 in. (12-7 cm.) square. 
These small films did not show the detail that could be 
seen on a full-sized film, but made comparison possible 
between four or eight films at once. 

As a preliminary test for sensitivity to the 70% aqueous 
solution of diodone used, the patient was instructed to 
hold a few ml. of it on the floor of the mouth for about a 
minute. Any burning or tingling sensation completely 
contraindicated injection. Two deaths occurred in the 
first 30 cases, but no others have occurred in a further 
40 cases [only the first 50 cases are analysed here]. The 
risks are highest in patients who are ill and cyanotic and 
who have very little margin for any-disturbance. The 
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first death was considered to have been due to the 
anaesthetic, but the second was attributed to the effects 
of angiocardiography. In neither case were there 
any special necropsy findings to explain the deaths. The 
dangerous period was found to be during the first 15 
minutes after angiocardiography and it was concluded 
that oxygen should be continued for at least 20 minutes 
following the investigation. 

In 31 cases the patient was thought on clinical grounds 
to have Fallot’s tetralogy. Evidence of a right-to-left 
shunt was easily obtained in 30, but only after very 
careful examination in the remaining case. The contrast 
medium was easily seen in the aorta at 3 seconds, but the 
pulmonary arteries did not fit well as a rule. Estimation 
of the degree of pulmonary stenosis by angiocardiography 
by considering the amount of filling of the pulmonary 
arteries and of the lungs was therefore more difficult. 

Details are also given of the angiocardiographic 
findings in cases of Fallot’s tetralogy or pulmonary 
atresia with patent ductus or bronchial arteries, tricuspid 
atresia, pure pulmonary-valve stenosis, transposition of 
the aorta and pulmonary artery, and Eisenmenger’s 
complex. 

[This article really forms a small atlas of the subject 
and as such the profuse and instructive illustrations must 
be studied in the original.] S. Oram 
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621. Failure of Alpha Tocopherol to Influence Chest 
Pain in Patients with Heart Disease 

S. H. Rinzwer, H. Bakst, Z. H. BENJAMIN, A. L. Boss, 
and J. TRAvELL. Circulation [Circulation] 1, 288-293, 
Feb., 1950. 30 refs. 


Of 38 patients with chest pain and heart disease, 
19 were treated with vitamin E (300 mg. of synthetic 
a-tocopherol daily for 2 to 3 months) and 19 received a 
placebo. The physician who assessed the effect of treat- 
ment did not know whether patients had been given 
vitamin E or the placebo. Only 27 of the patients had 
angina pectoris. A crude effort tolerance test was 
carried out on 25 subjects, but results were unsatisfactory 
in 9 of them owing to indecisive end-points. 

No improvement was noted in 63% of the 19 subjects 
who received vitamin E and in 73% of those who received 
a placebo. No objective improvement was demonstrated 
by means of the effort tolerance test [this refers only to 
8 cases of angina pectoris treated]. Paul Wood 


622. Ballistocardiographic Findings in Patients with 
Symptoms of Angina Pectoris 

H. R. Brown, M. J. HOFFMAN, and V. DE LALLA. 
Circulation [Circulation] 1, 132-140, Jan., 1950. 7 figs., 
15 refs. 


In a series of 50 patients (over 85% of whom were over 
45 years of age) in whom angina pectoris was either 
definitely diagnosed or suspected an attempt was made 
to assess the value of the ballistocardiogram as a diag- 
nostic aid in such cases. Abnormal ballistocardiograms 
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were obtained in the 26 “ typical cases of angina pec- 
toris’’, and there was. a fair correlation between the 
severity of the underlying lesion and the degree of 
abnormality of the ballistocardiogram. Of the 24 
“atypical cases”’ there were varying degrees of 
abnormality of the ballistocardiogram in 21, although 
in only 11 of these was there any other objective evidence 
of cardiovascular abnormality such as an abnormal 
electrocardiogram or cardiac murmurs. The 3 patients 
in whom normal ballistocardiograms were obtained were 
considered clinically to be suffering from anxiety states. 
It is therefore suggested that the ballistocardiogram may 
be of value not only in the diagnosis of angina pectoris, 
but also in the detection of the patient who, by virtue of 
the presence of clinically indetectable coronary disease, 
is liable to develop angina pectoris. 
William A. R. Thomson 


623. Khellin in the Treatment of Angina of Effort 
H. A. Dewar and T. A. GRIMSON. British Heart Journal 
[Brit. Heart J. 12, 54-60, Jan., 1950. 3 figs., 4 refs. 


[The title is somewhat misleading, in that the paper 
is concerned solely with the comparative efficacy of 
khellin and glyceryl trinitrate in preventing anginal pain 
and the electrocardiographic changes that sometimes 
accompany it.] For purposes of comparison it was 
decided to use an exercise tolerance test instead of 
inducing hypoxaemia, because it was felt to be safer and 
less alarming to the patient. The number of trips which 
could be made up and down a standard flight of stairs 
“at a steady rate’’ before causing anginal pain was 
noted in 12 cases, the subjects being men suffering from 
typical angina of effort in whom the result of this test 
without medication was known to be constant on repeti- 
tion. Khellin in oral doses of 150 mg. prevented anginal 
pain after exercise in 7 cases, diminished the pain in 
3 cases, and had no effect in 2. Glyceryl trinitrate in 
doses of 0-8 mg. (3'5 gr.) prevented pain after exercise 
in 10 cases, had no effect in one case, and in one case 
actually induced pain. Of 9 patients in whom the 
electrocardiogram showed changes typical of myocardial 
ischaemia while pain was present, glyceryl trinitrate 
completely prevented the appearance of these changes in 
2 cases, whereas khellin only prevented changes in one. 
It was concluded that khellin in a single dose of 150 mg. 
was less effective, but probably longer-acting, than a 
dose of 0-8 mg. of glyceryl trinitrate. S. Oram 


624 (a). Myocardial Infarction. I. Statistical Analysis 
of 679 Autopsy-proven Cases 

W. J. ZinN and R. S. Cossy. American Journal of 
Medicine {|Amer. J. Med.| 8, 169-176, Feb., 1950. 
18 refs. 


In an analysis of 679 cases of myocardial infarction 
found in a total of 5,076 routine necropsies carried out 
at the Los Angeles County Hospital between June, 1942, 
and April, 1946, it was found that the accident of infarc- 
tion shortened the life expectancy of women by 5-6 years 
and of men by 3-84 years. There was no significant sex 
difference in incidence or mean age at death (67-8 years). 
With recent infarctions, however, the average age at 


death was 69 years for women and 66-3 years for men, 
while 73-1% of the women and only 58-7% of the men 
died with a recent infarction, and rupture of the heart was 
more common among women. Thus it would appear 
that myocardial infarction affects women more seriously 
and at a later time of life than men. There was no 
appreciable sex difference with regard to hypertension, 
which had been present in 61% of all cases. The average 
age at death in the 66 diabetics included in the analysis 
was 64:2 years and females predominated in this group. 
The more serious prognosis in these patients, however, 
applied only to the immediate sequelae of the attack, 
suggesting that it was related to the control of the diabetic 
state during the acute episode and not to the presence of 
more severe atheromatous changes. Rupture of the 
heart was more common with an initial infarction, and 
tended to occur in the older age groups. It was usually 
associated with minimal evidence of previous myo- 
cardial fibrosis, suggesting that rupture is more likely to 
occur when the vascular system of the heart is unprepared 
for adequate collateral circulation by previous minor 
episodes or chronic atherosclerosis. T. Semple 


624 (b). Myocardial Infarction. II. A Re-evaluation 
of the Diagnostic Accuracy of the Electrocardiogram 

W. J. ZinN and R. S. Cossy. American Journal of 
Medicine [Amer. J. Med.] 8, 177-179, Feb., 1950. 11 refs. 


From the 679 necropsy cases of proven myocardial 
infarction previously analysed (see Abstract 624 (a)), 
the authors selected those in which an electrocardiogram 
had been taken within 24 hours to 2 weeks after the 
occlusion. Together with a few additional cases they 
totalled 306. The clinical history and physical examina- 
tion alone offered evidence of infarction in 75-5% of all 
cases reviewed. Multiple precordial leads in addition to 
three standard leads gave positive evidence in 80°% of the 
50 cases in which they were used. When only one pre- 
cordial lead was used, the diagnosis was suggested in only 
51-5% of 256 cases and localization was accurate in 76% 
of these, whereas with multiple chest leads the accuracy 
was 92:5%. The main factors responsible for interfering 
with the diagnosis of infarction were the presence of 
bundle-branch block, left ventricular strain, and digitalis 
effect. Completely normal tracings had very rarely been 
obtained in any of these proven cases of myocardial 
infarction and such findings, when repeatedly obtained 
—especially with multiple chest leads—must be accepted 
as very strong evidence against a diagnosis of infarction. 

T. Semple 


625. The Treatment of Early Myocardial Infarction. 
(Zur Therapie des frischen Myokardinfarktes) 
L. SLAPAK and H. ParTILLA. Cardiologia (Cardiologia, 
Basel] 15, 329-346, 1949-50. 5 figs., 12 refs. 


In the authors’ opinion, coronary occlusion leading to 
myocardial infarction begins with the deposit of a small 
thrombus, which only partially occludes the arterial 
lumen, but sets up an intense arterial spasm which 
completely interrupts the circulation distal to the 
thrombus and allows the vessel to become completely 
thrombosed in the course of a few hours. To relieve the 
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spasm and prevent extension of the original thrombus 
within the first few hours of the onset, they give theo- 
phylline ethylenediamine in repeated doses of 0-5 g. 
combined with a large dose of heparin (25,000 inter- 
national units) by slow intravenous injection, and repeat 
this medication at 4- to 6-hourly intervals during the first 
2 days, at the same time starting dicoumarol medication 
which becomes completely effective as an anticoagulant 
after the first 48 hours. Five cases are quoted in which 
clinical. and electrocardiographic findings strongly 
suggested an incipient coronary thrombosis. Pain was 
relieved either with, or soon after, the first injection and 
the early electrocardiographic changes reverted to normal 
within a few hours. The patients made a complete 
recovery. G. Schoenewald 


626. Subendocardial Infarction: Report of Six Cases 
and Critical Survey of the Literature 

H. D. Levine and R. V. Forp. Circulation [Circulation] 
1, 246-263, Feb., 1950. 8 figs., 32 refs. 


A description is given of six examples of subendocardial 
infarction, in all of which the diagnosis was confirmed 
at necropsy, occurring among 65 fatal cases of myocardial 
infarction. In the usual evolution of an acute myocardial 
infarct the electrocardiogram shows changes in the 
T wave (ischaemia), RS—T segment (current of injury), 
and QRS complex (death of muscle). In the group 
described,- only T-wave and RS-T-segment changes 
developed, the latter consisting of upward displacement 
in leads from the left side of the chest and downward 
displacement in leads from the the left side of the chest 
and in leads I, Il, and aVF, RS—T depression occurring 
in leads overlying the epicardial aspect of the affected 
area of ventricular muscle and elevation occurring in 
leads from the adjacent ventricular cavity. 

The authors point out the desirability of obtaining 
cavity as well as surface potentials in cases- of suspected 
subendocardial infarction, but this is out of the question 
in an ill patient. Here unipolar extremity leads are help- 
ful because, by virtue of the relatively fixed position of 
the base of the heart, the ring of the auriculo-ventricular 
valve faces the right shoulder and cavity potentials are 
transmitted through this ring to the right shoulder. 
Thus aVR gives virtually the same information as does 
a catheter electrode within the ventricular chamber. 
Elevation of the RS—-T segment in tracings from aVR, 
beyond the slight degree which may occur normally, is 
therefore to be expected. The selective involvement of 
the subendocardial region has been explained as due to 
the fact that the heart muscle of most of the left ventricle 
is made up of three layers and each bundle has its own 
blood supply. The authors, however, incline to the 
view that the coronary changes in such cases are diffuse 
and extensive and are not confined to a single coronary 
artery, the selective localization being explicable by the 
existence of a gradient of pressure in the ventricular wall 
during systole, of which the subendocardium forms the 
lower end, being the farthest removed from its blood 
supply, and is therefore the part of the myocardium 
most vulnerable to general rather than local restrictions 
of blood supply. S. Oram 


627. Electrical Alternation in Experimental Coronary 
Artery Occlusion 

H. K. HELLeRSTEIN and I. M. LitBow. American 
Journal of Physiology [Amer. J. Physiol.] 160, 366-374, 
Feb., 1950. 5 figs., 21 refs. 


In acute experiments on anaesthetized dogs, ligation of 
the anterior descending branch of the left coronary 
artery was followed by electrocardiographic signs of 
myocardial ischaemia and the development of electrical 
alternation. This occurred 2 to 3 minutes after occlusion 
and was transient even where occlusion was maintained 
for as long as 32 minutes. Repeated temporary occlusion 
of a coronary artery predisposed to the development of 
electrical alternation; alternation did not occur in all 
experiments after the first coronary occlusion, but did 
appear with the second or third temporary occlusion. 
Alternation was predominantly of the ST-T complex, 
although alternation of the QRS complex and of the 
T wave (in direction and amplitude) was also noted.’ It 
is suggested that the changes were the result of the failure 
of regions of ischaemic myocardium to respond in 
alternate beats. R. A. Gregory 


628. The Experimental Production of Intercoronary 
Arterial Anastomoses and Their Functional Significance 
H. L. BLUMGART, P. M. Zot, A. S. FREEDBERG, and 
D. R. GILLIGAN. Circulation [Circulation] 1, 10-27, 
Jan., 1950. 1 fig., bibliography. 


Anastomoses between the major coronary vessels 
could be demonstrated by post-mortem injection in 
9 of 12 pigs which survived cardiac infarction caused 
experimentally by moderate narrowing of a coronary 
artery by means of a ligature. Five of these animals 
survived subsequent complete occlusion of 1 main 
coronary artery which would have proved fatal to a 
normal animal, thus demonstrating the adequacy of the 
anastomoses. The interval between the initial narrowing 
and subsequent occlusion varied from 12 to 25 days. 

D. Verel 


629. The Two-step Exercise Electrocardiogram: a Test 
for Coronary Insufficiency 

A. M. Master. Annals of Internal Medicine [Ann. 
intern. Med.] 32, 842-863, May, 1950. 5 figs., biblio- 
graphy. 


630. Acute Coronary Insufficiency Pattern Following 
Intravenous Ergotamine Studies. Report of a Case 

J. J. MCNerNey and C. L. LEEDHAM. American Heart 
Journal [Amer. Heart J.| 39, 629-632, April, 1950. 1 fig., 
6 refs. 


HYPERTENSION 


631. Experimental Hypertension Produced by a Plastic 
Capsule Applied to the Kidney 

G.C. Rau. Science [Science] 111, 229, March 3, 1950. 
3 refs. 

Although various methods are available for the 
induction of experimental hypertension in animals, such 
techniques as the enclosure of the kidney in ‘“‘cello- 
phane”’ or silk are not readily applicable to small 
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mammals. To overcome this difficulty the author 
sprays the exteriorized kidneys with a solution of a 
plastic (butyl methacrylate polymer) in acetone (400 to 
500 g. per litre). A tough capsule is formed which, it is 
claimed, is not affected by body fluids or the movements 
of the animal and produces essentially the same effect 
on the blood pressure in dogs as encapsulation in 
cellophane, a systolic pressure of 190 mm. Hg or more 
being maintained. Control spraying of the kidneys with 
acetone alone was without effect. D. I. Crowther 


632. The Neurogenic Component of Hypertension: a 
Comparison of the Effects of Tetra-ethyl-ammonium 
Bromide and a Rapidly Acting Barbiturate (“‘Seconal ”’) 
J. L. Frew. Proceedings of the Royal Australasian 
College of Physicians [Proc. R. Aust. Coll. Phys.] 4, 
35-40, Jan., 1950. 3 figs., 4 refs. 


The effects of tetraethylammonium bromide (T.E.A.B.) 
and “seconal’’ (sodium propyl-methyl-carbinyl alkyl- 
barbiturate) on the diastolic blood pressure of 41 hyper- 
tensive patients (30 with essential hypertension, 5 with 
malignant hypertension, 5 with chronic renal disease; 
and one with acute nephritis) were ccmpared. Hyper- 
tension is often labile and “ casual’’ blood-pressure 
readings must be distinguished from those taken under 
basal conditions, the supposition being that the factors 
determining “ basal” and “* casual” levels may differ. 
It is suggested that the factors involved in the production 
of basal blood pressure include the intrinsic tone of the 
vessel, the anatomical condition of the vessel wall, and 
the circulating blood volume; that the “casual”? blood 
pressure results from superadded neurogenic tone; and 
that this neurogenic component is affected by T.E.A.B., 
which blocks impulses through the autonomic ganglia, 
but has no effect on the vasomotor centre and none on 
sympathetic nerve endings, or by such drugs as the 
barbiturates, which exert their effect on the same reflex 
arc at a higher level. 

T.E.A.B. was given intravenously in doses of 500 mg. 
in 30 seconds, and seconal in doses of 44 to 6 grains 
(0:28 to 0-4 g.). A closely similar fall in diastolic blood 
pressure was obtained with either drug, and the admini- 
stration of T.E.A.B. to patients who had already been 
given seconal caused no further fall (except in one patient 
with malignant hypertension). It was found that the 
effect of the drugs on the diastolic blood pressure in any 
case bore no relation to initial reading. Sometimes only 
transient falls were recorded and it was observed that 
with T.E.A.B. an exaggerated response to insertion of the 
needle, excitement, fear, induced tachycardia, or a toxic 
reaction might prevent a maximum fall in blood pressure; 
while with seconal drug resistance, restlessness, or strong 
visceral impulses (for example, a full bladder) might have 
a similar effect. In the absence of these disturbing 
factors the close correlation between the results obtained 
with the two drugs suggests the removal of the same 
pressor factor in each case—presumably the neurogenic 
component. In the case of acute glomerulo-nephritis 
both drugs failed to lower the diastolic blood pressure, 
while the response in patients with malignant hyper- 
tension was less than in the other cases of hypertension. 


It is suggested that the minimum diastolic blood- 


pressure reading after the administration of seconal, 
“‘amytal”’ or T.E.A.B. is the best indication at present 
available of the basal blood pressure, and that the higher 
this level the more likely is there to be gross organic 
arteriolar damage. John Anderson 


633. Pheochromocytoma. A Discussion of Symptoms, 
Signs and Procedures of Diagnostic Value ; 
R. H. SmitHwick, W. E. R. Greer, C. W. Rosertson, 
and R. W. WiLkins. New England Journal of Medicine 
[New Engl. J. Med.] 242, 252-257, Feb. 16, 1950. 2 figs., 
15 refs. 


Phaeochromocytoma, a rare tumour which develops 
from chromaffin tissue, may cause any known form of 
hypertension, paroxysmal or non-paroxysmal, persistent, 
or intermittent. In 86% of cases it arises from the 
adrenal medulla or the organ of Zuckerkandl, in 5% it 
arises elsewhere in the abdominal cavity, in 5°, in the 
lumbar region, in 3°, in the thorax, and in 10°, intra- 
cranially. In 20% of cases there are multiple tumours. 
Right-sided tumours are commoner than left-sided ones. 
Early diagnosis is essential if irreparable damage to the 
cardiovascular system is to be avoided, yet on most 
occasions the diagnosis is made post mortem. In 8 of 
the authors’ 11 cases the diagnosis was made by routine 
inspection of the adrenals during sympathectomy for 
hypertension; in these cases the diagnosis had not been 
suspected. Some 107 cases from the literature are 
reviewed to emphasize the available safe diagnostic 
procedures. A comparison is made of the symptoms 
in these cases and in 100 unselected cases of essential 
hypertension. The authors emphasize that the history 
must be elicited by special questioning. 

Excessive sweating is noted in a high proportion of 
cases but is rare in essential hypertension. Peripheral 
vasomotor phenomena such as coldness of hands and feet, 
blanching of fingers, mottling and blueness of legs, and 
numbness and tingling are common. The skin tem- 
perature falls in a paroxysmal attack by 10° to 15 F. 
(5-5° to 8:3° C.). Peripheral pulses may disappear and 
retinal arterial constriction has been reported. These 
phenomena are rare in essential hypertension. Body 
temperature is elevated by 10° F. or more in 70°, and in 
a paroxysm may reach 105° F. (40-6°C.). The cold 
pressor test commonly gives a normal result in phaeo- 
chromocytoma, but is abnormal in 90% of cases of 
essential hypertension. A fasting blood sugar level of 
over 120 mg. per 100 ml. was found in many cases and in 
13% of cases of essential hypertension. The basal meta- 
bolic rate is +20% in over 50% of cases (5% of cases of 
essential hypertension). Postural hypotension and pos- 
tural tachycardia are noted in 50°, but rarely in essential 
hypertension; fhe explanation of this difference in 
incidence is unknown. Glycosuria occurred in 30% 
(in 4°%% of cases of essential hypertension). Paroxysmal 
attacks of hypertension occurred in 75% of the total of 
107 and in 4 out of 11 of the authors’ cases; they also 
occur in essential hypertension. Such attacks may last 
minutes or hours and may be brought on by pressure, 
straining, lying in certain positions, or by emotion. 
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The symptoms of these attacks are headache, palpitation, 
abdominal pain, chest pain, nausea, vomiting, fear, 
sweating, and exhaustion. 

The authors suggest that if three or four of the above 
findings are present the diagnosis of phaeochromo- 
cytoma should be seriously considered and efforts be 
made to confirm it. The following investigations have 
been suggested. Intravenous pyelography may show 
renal displacement (2 out of 11 cases). On the other 
hand, perirenal air insufflation is dangerous and seldom 
absolutely useful. A glucose-tolerance curve should 
be plotted; it may be of diabetic type, but this may 
happen in essential hypertension. Deliberate precipita- 
tion of an attack may be achieved with histamine or 
tetraethylammonium bromide, but this yields false- 
positive and false-negative results and is also dangerous. 
Administration of adrenaline-blocking and adrenolytic 
drugs is useful but not wholly safe; it is felt that these 
drugs have a place in the management of cases during 
and after operation. 

[This useful paper draws attention to diagnostic 
criteria; while 75% of all cases are being diagnosed at 
necropsy such stress is necessary.] John Anderson 


634. Pressor Substances in Arterial Hypertension. 
Activity and Amine Content of Crude Extracts of Blood 
C. C. Stock and H. A. SCHROEDER. American Journal of 
Physiology [Amer. J. Physiol.| 160, 409-436, Feb., 1950. 
3 figs., 16 refs. 

The arterial blood from hypertensive and normal 
patients was submitted to a multi-stage extraction and 
fractionization procedure, and the final fractions were 
injected into anaesthetized rats in Order to test for 
the presence of pressor substances. In the majority of 
the extracts from 21 out of 23 hypertensive patients 
prolonged pressor effects were demonstrable. In the 
majority of the extracts from 22 normal individuals such 
pressor effects were absent. The substances responsible 
were not identified but may possibly be amines. 

R. A. Gregory 
635. Presence of a Depressor Substance in Essential 
Hypertension. [In English] 
H. L. Zauper and N. B. Dreyer. Archives Inter- 
nationales de Pharmacodynamie et de Thérapie {Arch. 
int. Pharmacodyn.] 81, 245-250, 1950. 3 figs., 16 refs. 

The authors, working at the University of Vermont 


College of Medicine, claim to have shown that the . 


depressor activity in ultrafiltrates of blood from every 
one of 50 patients with essential hypertension was due 
to an adenine derivative. No activity attributable to 
adenine compounds was found in normal blood or in 
blood from 3 patients with hypertension secondary to 
arteriosclerosis. The active ultrafiltrates depressed the 
activity of isolated fowl caecum and guinea-pig ileum 
and caused heart block in guinea-pigs, as did adenine 
compounds. There was also an increase in the adenine 
content of the blood from animals with experimental 
hypertension due to clamping the renal artery or to 
renal encapsulation. The depressor activity in the blood 
of hypertensive patients remained high even after bilateral 
sympathectomy. 


[This work needs confirmation before the authors’ 
conclusion that ** there is an associated imbalance in the 
metabolism of adenine or one of its derivatives in 
essential hypertension ’’ can be accepted. The figure 
purporting to show that an antihistamine substance 
abolishes the depressor effect of adenine or adenylic 
acid as well as that of histamine does not in fact illustrate 
this. Isolation of the active substance by methods other 
than ultrafiltration might be useful. References in the 
text do not tally with the list at the end of the paper.] 

Derek R. Wood 


636. Hypertensive Cardiovascular Disease (Acute) 
(Malignant Hypertension). Clinical and Pathologic Study 
of Thirty-Nine Cases 

J. E. Koepsect, J. F. Kuzma, and F. D. Murpny. 
Archives of Internal Medicine [Arch. intern. Med.] 85, 
432-458, March, 1950. 8 figs., 22 refs. 


637. Essential Hypertension: 
Method. A Preliminary Report 
P. Menor. South African Medical Journal [S. Afr. med. 
J.] 24, 172-180, March 11, 1950. 4 figs. 


Its Control by a New 


See also Section Pharmacology and Therapeutics, 
Abstract 470, 
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638. The Clinical Diagnosis of Periarteritis Nodosa: 
Report of Four Cases 

B. G. KInG. Annals of Internal Medicine [Ann. intern, 
Med.} 32, 466-476, March, 1950. 20 refs. 


Because periarteritis nodosa may affect more than one 
organ or system of the body, the disease gives rise to 
bizarre and diverse clinical manifestations. It is true 
that the symptomatology includes fever, asthenia, and 
loss of weight, but these symptoms are common to many 
diseases. The diagnosis of periarteritis nodosa should be 
considered, however, when additional symptoms are 
produced by vascular abnormalities. Furthermore, the 
diagnosis should be borne in mind in cases of subacute or 
chronic conditions of obscure aetiology and when 
patients are suffering from two apparently unrelated 
conditions, such as neuritis and nephritis. Biopsy 
examination of muscles, nodules, and abdominal organs 
may prove to be of the utmost value. 

In a man, aged 36 years, biopsy examination of the left 
gastrocnemius muscle revealed the lesions of the disease. 
Significance was attached to the presence of fever, 
hypertension, haematuria, and muscle pain. Variable 
changes were detected in the reflexes, and subcutaneous 
nodules were found in the limbs. 

Necropsy findings confirmed the diagnosis in 3 male 
patients whose ages ranged from 22 to 34 years. The 
first patient had fever, hypertension, haematuria, uraemia, 
and subcutaneous nodules. The heart was found to be 
enlarged, and there was evidenee of pericarditis. 
Anaesthesia and pareses developed in the upper limbs. 
Haematemesis was a terminalevent. Widespread lesions 
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were observed at necropsy. Evidently the haematemesis 
had been due to periarteritis nodosa, for the disease had 
affected the arteries in a large gastric ulcer. Vascular 
lesions in the brachial plexus were responsible for the 
neurological signs. In the second patient the presence 
of the disease was suspected because the chief manifesta- 
tions were fever and hypertension combined with 
changes in the renal tract and nervous system. The 
third patient required a laparotomy for a perforated 
peptic ulcer. In other respects his symptoms were some- 
what similar to those experienced by the other patients, 
yet his medical attendants made no fewer than 17 dif- 
ferent diagnoses of the illness. A. Garland 


639. Effect of Choline as a Lipotropic Agent in the 
Treatment of Human Coronary Atherosclerosis 

L. M. Morrison and W. F. GONZALES. Proceedings 
of the Society for Experimental Biology (Proc. Soc. exp. 
Biol., N.Y.] 73, 37-38, Jan., 1950. 8 refs. 


On the assumption that choline, a lipotropic agent, 
reduces atherosclerosis in animals, a group of patients 
with proven myocardial infarction were treated with it, 
230 patients with this lesion being studied for 3 years. 
Of the series 115 were used as controls and the others were 
treated with choline; 52 were given choline bicarbonate 
for one year, 35 for 2 years, and 28 for 3 years. The dose 
of choline varied from 6 to 32 g. daily. Of the 115 control 
patients, 35 had died after 3 years. Of the choline-treated 
series of 115 patients only 14 had died. S. Oram 


640. On Arterial Thrombosis Simulating Endarteritis 
Obliterans. (Zur Frage der Arterienthrombosen unter 
dem Krankheitsbild der Endangitis Obliterans) 

W. KLOosTERMEYER. Archiv fur Klinische Chirurgie 
[Arch. Clin. Chir.] 263, 545-572, Feb. 6, 1950. 12 figs., 
41 refs. 


A detailed and beautifully illustrated account is given of 
7 cases of thrombo-angiitis obliterans. On the basis of a 
study of arteriograms and histological specimens obtained 
from excised parts of the diseased blood vessels, the 
author states that there are at least two different types of 
pathological process leading to the clinical syndrome of 
peripheral occlusion. In the first group (five personal 
observations) arterial thrombi can be found without 
there being changes in the arterial wall. That such 
thrombi should form at all remains mysterious, and a 
** toxic ’’ cause is postulated rather than suspected. In 
the second group (2 cases) the deep changes in the 
arterial wall are considered to be very early manifestations 
of severe atherosclerosis. 

Patients in the first group are men between 25 and 40, 
in the second, men over 40. The changes in either group 
are not related to cooling or freezing of the limb, and the 
cause of Buerger’s disease remains as obscure as before. 
[The merit of this—and the author’s earlier papers— 
consists in showing that several pathologically different 
processes appear to be able to produce identical clinical 
signs and symptoms.] L. Michaelis 


_ See also Section Genetics, Abstract 437. 


641. The Circulatory Changes Associated with Aneurysm 
of the Axillary Artery and Clubbing of the Fingers 
K. W. Cross and G. M. WILSON. Clinical Science 
[Clin. Sci.] 9, 59-67, Feb., 1950. 2 figs., 13 refs. 


A case of cirrhosis of the liver and syphilitic axillary 
aneurysm associated with increased ipsilateral clubbing of 
the fingers is described. The circulatory changes distal 
to the aneurysm consisted of an increased blood flow 
through the hand and a decreased pressure gradient in 
the arterial tree as compared with the unaffected side. 
This increased blood flow was associated with a decreased 
oxygen consumption per unit volume of blood. The 
marked clubbing of the fingers of the right hand appeared 
to be associated only with these arterial circulatory 
changes.—[Authors’ summary.] 


642. Treatment with Dicumarol in Small Continuous 
Doses. [In English] 

L. Epstein and A. NoRHOLM-PEDERSEN. Acta Medica 
Scandinavica [Acta med. scand.| 136, 351-358, 1950. 
4 figs., 11 refs. Ot 


A series of 37 patients without thrombotic phenomena 
was treated by various methods of intermittent or 
continuous administration of dicoumarol. con- 
tinuous administration, the evening and following 
morning doses were fixed only after estimating the 
prothrombin index. This is a serious disadvantage, but 
the subsequent fluctuations of the prothrombin index are 
smaller. Once a certain level has been reached, the 
prothrombin index remains steady within narrow limits 
and need no longer be estimated daily; the dose of 
dicoumarol can be adjusted as required. E. Neumark 


643. The Erythrocyte Sedimentation Rate in Human 
Subjects Receiving Dicumarol 

J. HyMAN and R. Harris. American Heart Journal 
[Amer. Heart J.] 39, 321-324, March, 1950. 14 refs. 


Conflicting reports have appeared in the literature 
concerning the influence of dicoumarol administration on 
the erythrocyte sedimentation rate (E.S.R.). In view of 
the value of the test as an index of progress in cases of 
myocardial infarction and other thrombo-embolic 
disorders, the authors carried out controlled experiments 
on 10 healthy subjects of both sexes, aged between 22 and 
26 years, in which the E.S.R. was determined repeatedly 
(by Westergren’s method) before, during, and after the 
administration of dicoumarol over a period of 2 to 8 days 
in doses sufficient to prolong the prothrombin time to 
the usual therapeutic level of 25 to 35 seconds. In 5 of 
the subjects the variation in E.S.R. was -+-3 mm. per 
minute or less, and in 2 others +-4 mm. or less, despite 
considerable variations in the prothrombin time and 
serum prothrombin concentration during the same 
period. In the remaining 3 subjects the E.S.R. varied 
over a wider range (owing to intercurrent minor disorders) 
and on several occasions exceeded 20 mm. per hour, 
which the authors regard as the upper limit of normal, 
but no correlation was found with changes in pro- 
thrombin time or serum prothrombin concentration. It 
is therefore concluded that dicoumarol, in therapeutic 
doses, has no significant effect on the E.S.R. in normal, 
ambulatory subjects. D. I. Crowther 
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Disorders of the Blood 


644. The Significance of Achlorhydria for the Etiology 
of Iron-Deficiency Anemia. [In English] 

P. BRUMMER. Acta Medica Scandinavica [Acta med. 
scand.| 137, 43-47, 1950. 8 refs. 


The author’s views on the importance of achlorhydria 
in iron-deficiency anaemia are based on a study of blood 
counts of 100 women between the ages of 20 and 60. 
In 20 women there was absolute achlorhydria and in 
14 acid was demonstrated in gastric juice after strong 
stimulation. No significant differences in the erythro- 
cyte count, haemoglobin value, and haematocrit value 
were found between the groups with achlorhydria and 
with normal gastric acidity. Therefore achlorhydria 
is not of such importance in the aetiology of iron- 
deficiency anaemia as has been thought hitherto. 

E. Neumark 


645. Macrocytosis in Acute Hepatitis and Pernicious 
Anemia. A Comparison Based on 830 Price—Jones 
Curves. With Two Case Reports of Acute Hepatitis 
Complicating Pernicious Anemia. [In English] 

G. LINDGREN. Acta Medica Scandinavica [Acta med. 
scand.| 136, 39-50, 1949. 6 figs., 22 refs. 


Pernicious anaemia and acute hepatitis have several 
haematological features in common, particularly macro- 
cytosis. In 2 patients with pernicious anaemia an 
episode of hepatitis resulted in alterations of the Price— 
Jones curve, anisocytosis and macrocytosis becoming 
much less marked, although liver therapy was suspended. 
It is argued, therefore, that macrocytosis in hepatitis 
cannot be due to the inability of the liver to store the 
haematopoietic principle. The possibility that it is due 
to failure to utilize or to release the principle, however, 
has not been excluded. . 

The author has studied the details of Price—Jones 
curves from 220 cases of acute hepatitis, 31 cases of 
pernicious anaemia, and 89 healthy controls and deter- 
mined the correlation within each group between mean 
corpuscular diameter and standard deviation, haemo- 
globin percentage and mean corpuscular diameter, 
haemoglobin percentage and standard deviation, and 
between haemoglobin percentage and erythrocyte count. 
These correlations differed considerably as between the 
cases of hepatitis and those of pernicious anaemia and it 
is concluded that the macrocytosis of acute hepatitis is 
unlikely to be due to “a simple inability of the liver to 
utilize and release the antianemic principle of pernicious 
anemia.” E. Neumark 


646. Allergic Reactions in Parenteral Liver Therapy and 
Following the Use of Vitamin B,,. [In English] 

B. Nor—EN. Acta Medica Scandinavica [Acta med. scand.] 
137, 48-65, 1950. 2 figs., 37 refs. 


A series of 130 patients with pernicious anaemia were 
followed up at Uppsala University. The patients’ 


histories were carefully scrutinized for any evidence of 
personal or family incidence of allergy or symptoms 
suggesting allergy. Skin sensitivity to liver extract and 
to vitamin B,. was tested by scratch tests, which were 
found to be relatively useless, and by the intracutaneous 
injection of test doses. The commonest symptoms were 
itching and nausea, but although in many cases the 
symptoms were severe, no dangerous reaction was 
recorded. Positive skin reactions were given by 37 
patients and allergy was clinically manifest in 23, of which 
19 were organ-specific against liver and 4 species-specific 
mainly against bovine proteins. Most allergic reactions 
in liver therapy occur in the first or second year of treat- 
ment, and later reactions are infrequent except when 
the preparation has been changed, or after a lapse of 
treatment. The allergic reactions are mostly due to 
slight impurities in the extract. One patient, although 
negative on skin testing, developed symptoms of allergy. 
Positive skin reactions were not obtained in the case of 
patients treated with vitamin Bj». E. Neumark 


647. The Therapeutic Potency of Vitamin B,. Derived 
from Streptomyces griseus Culture Liquors 

T. KINNEAR and R. B. Hunter. Edinburgh Medical 
Journal [Edinb. med. J.] 57, 65-71, Feb., 1950. 2 figs., 
7 refs. 


A clinical trial of the efficacy of vitamin B,,. derived 
from Streptomyces griseus culture liquors was made on a 
series of 34 patients suffering from pernicious anaemia, 
14 of whom were previously untreated cases and presented 
typical megaloblastic bone-marrow smears and histamine- 
fast achlorhydria. These 14 were all given an initial 
dose of 20 yg. of vitamin B,2, to which 10 responded 
satisfactorily (reticulocytosis followed by a rise in 
haemoglobin level of 10% within 10 days). The less 
satisfactory reaction in the other 4 cases is probably 
attributable to the employment of early extracts that had 
not been wholly freed from impurities; this inference is 
supported by the finding that 2 of the 4 later responded 
well to purer samples of the vitamin. Peripheral 
neuritis, when present, invariably disappeared, but in the 
single case of subacute combined degeneration of the 
cord the neurological disabilities did not improve con- 
currently with the return of the blood picture to normal. 

The remaining 20 patients, who had previously been 
successfully treated with liver extracts, were given a 
maintenance dose of 20 yg. of vitamin B,2 injected intra- 
muscularly every 3 weeks for 6 months; in 19, the blood 
picture remained stationary or improved, while in the case 
of the remaining one, who developed menorrhagia during 
treatment, early deterioration was checked and reversed 
by the concurrent administration of iron. Of the 
16 patients in this sub-group who presented no evidence 
of subacute combined degeneration at the beginning of 
treatment, none developed any signs of cord involvement 
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during the observation period of 6 months. The remain- 
ing 4, whose neurological changes were of long standing, 
showed no improvement in this respect. “ It is under- 
standable that lesions initially nutritional and reversible 
should progress to a stage of organic neurological change 
which cannot be influenced by belated vitamin B,, 
therapy.” 

None of the 34 patients developed any sensitivity to the 
vitamin during treatment; one patient, who had pre- 
viously exhibited persistent sensitivity to commercial 
liver extracts, remained free from urticaria when 
vitamin B,» was used instead. H. Payling Wright 


648. The Role of the Spleen in Familial Spherocytosis. 
(Le réle de la rate dans la sphérocytose familiale) 
A. ScHRUMPF. Sang [Sang] 21, 152-153, 1950. 


When blood from a patient with familial spherocytosis 
is given to a normal recipient, the transfused erythro- 
cytes have been shown to disappear in 14 to 20 days. 
The author gave blood from a patient with acholuric 
jaundice to a healthy recipient who had undergone 
splenectomy. No abnormal destruction of transfused 
cells was observed during the first 32 days [This is a 
preliminary account of an unfinished experiment. The 
full details will be awaited with interest.] 

P. C. Reynell 


649. Haemolytic Disease of the Newborn in Relation to 
ABO Incompatibility. (Maladie hémolytique du 
nouveau-né en relation avec l’incompatibilité ABO) 

P. MICHON and —. LocHARD. Sang [Sang] 21, 176-180, 
1950. 


Three further cases of haemolytic disease of the new- 
born apparently due to ABO group incompatibility are 
described. In each case the maternal serum agglutinated 
the erythrocytes of both father and baby in high dilution. 
One case, mistakenly diagnosed as of Rh-factor incom- 
patibility, was treated by replacement transfusion of 
group-A Rh-negative blood. This was followed by 
aggravation of symptoms and death of the baby. 

P. C. Reynell 


650. Chloroma 

E. B. Durie, R. LemBerG, and H. R. SEAR. Medical 
Journal of Australia |Med. J. Aust.) 1, 397-401, March 25, 
1950. 5 figs., 29 refs. 


The authors give a brief review of the literature of 
chloroma and report a further case occurring in a boy 
aged 15 months. Subperiostal swellings were present 
on the inner surface of the parietal, temporal, and fron- 
tal bones. Other chloromatous masses were present 
beneath the roofs of the orbits, in a lobe of the thymus 
gland, and in the ribs. Radiological examination of the 
skeleton showed a well-defined lesion first in the lower 
part of the right femur, later in the lower part of the left 
femur, the upper ends of both humeri, and the radii and 
ulnae. Vertical spiculation was the most outstanding 
radiological feature in the case and markedly resembled 
in appearance that found in secondary neuroblastoma. 

The tumours were bright green in colour when first 
examined and contained but a small amount of porphyrin. 


After reduction with dithionite an absorption band 
characteristic either of choleglobin or myeloperoxidase 
was obtained. As no strong peroxidase activity of the 
tissue was demonstrated, the authors conclude that the 
former substance was most likely to be present. 

Blood films made during post-mortem examination 
showed a leukaemic picture with a large percentage of 
primitive cells, which the authors class as haemocyto- 
blasts. Histological examination of the tumour masses 
showed loosely packed tumour cells with little inter- 
cellular stroma. The tumour cells were classified as 
** stem ” cells or haemocytoblasts. 

R. Winston Evans 


651. Acute Myeloblastic Leukemia and Insufficiency of 
the Bone Marrow. [In English] 

S. JOHNSSON. Acta Medica Scandinavica [Acta med. 
scand.} 136, 148-156, 1949. 2 figs., 22 refs. 


The pathogenesis of acute leukaemia is discussed and it 
is pointed out that while some authorities consider that 
it is a true leukaemia, Hoff, Stodtmeister, and Biichmann, 
and others believe that acute leukaemia is closely related 
to the states of bone-marrow insufficiency, such as 
agranulocytosis and aplastic anaemia. 

The author describes a case in which all the clinical and 
haematological signs of acute leukaemia were present, 
both blood and sternal marrow being characterized by 
the presence of many paramyeloblasts of Naegeli. After 
blood transfusions and courses of penicillin the patient 
miraculously improved and for 4 months there was no 
evidence of leukaemia in blood or bone marrow, but 
merely granulocytopenia. Eventually paramyeloblasts 
reappeared in the marrow and then in the blood. The 
patient died in a terminal paramyeloblastic crisis and 
the diagnosis of leukaemia was confirmed at necropsy. 
Treatment with penicillin and blood transfusion is 
advocated for such patients in view of the chance that 
the bone marrow may pick up and the cells mature once 
more. E. Neumark 


652. The Use of ACTH in the’ Treatment of Acute and 
Subacute Leukemia. A Preliminary Note 

W. DAMESHEK, R. H. SAUNDERS, and L. ZANNos. Baulle- 
tin of the New England Medical Center [Bull. New Engl. 
med. Center] 12, 11-21, Feb., 1950. 2 figs., 5 refs. 


Pituitary adrenocorticotrophic hormone (ACTH) is 
known experimentally to cause a reduction in lymphoid 
tissue. This note reports the results of treating with 
the hormone 6 patients with acute or subacute 
lymphatic leukaemia, and 2 with subacute myelocytic 
leukaemia at the New England Center and Boston 
Floating Hospitals. Four of the cases of lymphatic 
leukaemia were in children under 4, one was in a child 
of 13, and one in an adult of 63. On the patients with 
myelocytic leukaemia, who were both adults, ACTH 
had no effect at all. The adult patient with lymphatic 
leukaemia was very ill and died rapidly, but in all 5 
children a remission followed the administration of 
ACTH. The remissions were very complete, blood 
and bone-marrow pictures becoming normal or almost 
normal in 4 cases. An interesting point was that there 
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was also a reticulocytosis and thrombocytosis, suggesting 
that ACTH actuafly stimulates the marrow elements. 
Swelling of lymph nodes, liver, and spleen also dis- 
appeared. The dose given was usually 40 mg. daily for 
the first 14 days; this was gradually reduced to about 
20 mg. twice weekly. A special preparation of ACTH 
was used, about twice as potent as the standard. Four 
of the children who had remissions were still being 
maintained on ACTH treatment at the time of the 
report; the fifth patient had relapsed when treatment was 
stopped. The authors warn against premature optimism; 
the remissions, they think, may well be temporary. All 
the cases in which remission occurred were of the 
leucopenic type of leukaemia. M. C. G. Israéls 


653. Treatment of Leukaemia with Urethane: 34 
Years’ Experience. (34 jahrige Erfahrungen iiber die 
Behandlung von Leukaémien mit Urethan) 

E. Fritze, R. SCHOEN, and E. Deutsches 
Archiv fiir Klinische Medizin [Dtsch. Arch. Klin. Med.] 
197, 69-83, 1950. 2 figs., 23 refs. 


See also Section Pathology, Abstract 538. 


654. The Treatment of Agranulocytosis. (Zur Behand- 
lung der Agranulozytose) 

B. WeIcKER. Deutsche Medizinische Wochenschrift 
[Dtsch. med. Wschr.] 75, 320-323, March 10, 1950, 
5 figs., 15 refs. 


After seeing a case of agranulocytosis in which an 
intercurrent attack of pneumonia caused a prompt 
leucocytosis, the author decided to try pyrotherapy by 
the intravenous injection of killed bacteria in the treat- 
ment of agranulocytosis due to arsphenamine. He claims 
gratifying results in 12 cases treated in this way and 
quotes 2 examples in full.. He describes 2 further cases 
due to sulphonamide administration in which artificial 
fever therapy was used. 

[Isolated reports of this kind are seldom very convinc- 
ing. The quality of the response was very variable in the 
4 cases which he quotes and in one of them the leucocyte 
count was already rising when pyrotherapy was begun.] 

P. C. Reynell 


655. Therapeutic Results of Large Sterno-sternal 
Transfusions in Cases of Bone-marrow Aplasia and Acute 
Leukaemias. (Résultats thérapeutiques des grandes 
transfusions ‘‘ sternosternales’’ dans quelques cas 
daplasies médullaires et de leucémie aigiies (communica- 


- tion préliminaire)) 


E. DANoPOULOS. Acta Medica Scandinavica [Acta med. 
scand.] 134, 415-422, 1949. 1 fig., 9 refs. 


It is claimed that the introduction of about 65 ml. of 
bone-marrow material obtained from a healthy donor into 
the sternum of 4 patients with primary or secondary 
hypoplasia of the bone marrow resulted in improvement 
in 3 of the patients. The patients were followed up for 
long periods and their bone-marrow and blood pictures 
certainly showed improvement [but a natural remission 
might have produced the same effects.] The intra- 
Sternal transfusions were repeated frequently, sometimes 


daily. Three cases of acute myeloid leukaemia were also 
treated by this method with transient haematological 
improvement, but without obtaining a cure or inducing 
a remission. E. Neumark 


656. The Treatment of the Lymphomas and Other 
Neoplastic Diseases with Nitrogen Mustard 

L. K. ALPERT, E. M. GREENSPAN, and S. S. PETERSON. 
Annals of Internal Medicine [Ann. intern. Med.} 32, 
393-432, March, 1950. 13 figs., 10 refs. 


Fifty-two patients were treated with intravenous 
injections of nitrogen mustard [methyl bis-(f-chloro- 
ethyl) amine]. The diseases they suffered from included 
Hodgkin’s disease, lymphosarcoma, reticulum-cell sar- 
coma, leukaemia, and sarcoidosis. The daily dose of 
nitrogen mustard varied from 0-1 to 0-36 mg. per kg. 
body weight, and the total dose was usually not greater 
than 46 mg. Although more than 100 courses of treat- 
ment were employed during the investigation, the toxic 
effects of the compound were never severe enough to 
cause death. A decrease in the number of lymphocytes 
occurred within 24 hours after the first injection, and a 
reduction in the number of neutrophil cells took place in 
48 to 72 hours. Leucopenia was regarded as an indica- 
tion of a satisfactory response to therapy. Neither 
agranulocytosis nor complicating infections were 
encountered, even with leucocyte counts of 500 cells per 
ml. On the other hand the occurrence of thrombo- 
cytopenia and purpura sometimes placed a limit upon the 
course of treatment. Only 2 cases of anaemia were 
observed. The injections caused nausea and vomiting, 
but the nausea was relieved by the administration of 
* sodium amytal ”’, atropine, or large doses of pyridoxine. 

Transient improvement resulted in 27 cases of 
Hodgkin’s disease, in 3 cases of giant follicular lympho- 
blastoma, and in 2 cases of lympho-leukosarcoma. 
However, 17 patients required x-ray therapy in addition 
to chemotherapy. None of the remaining patients 
showed remissions which lasted for longer than 4 weeks. . 
The indications for nitrogen mustard therapy in 
Hodgkin’s disease were: (1) widespread or terminal 
disease in which x-ray therapy was contraindicated; 
(2) fever without demonstrable enlargement of the 
lymph nodes; (3) pronounced constitutional symptoms 
with lymphadenopathy; and (4) visceral disease. 
X-ray treatment was found to be preferable in cases of 
localized lymphadenopathy, in bone disease, and in cases 
of obstructive and fibrosing lesions. A. Garland 


657. Nonlipoid Reticuloendotheliosis (Letterer—Siwe’s 
Disease) 

E. HAvarp, L. J. RATHER, and H. K. FAser. Pediatrics 
[Pediatrics] 5, 474-485, March, 1950. 9 figs., 17 refs. 


A case of nonlipoid reticuloendothelisosis (Letterer— 
Siwe’s disease) with autopsy is reported. The relation- 
ship to essential xanthomatosis (Hand-Schiiller— 
Christian) and to eosinophilic granuloma is discussed. 
Unusual features of our case, classical in other respects, 
were the severe leukopenia and thrombocytopenia, the 
presence of severe edema and ascites, associated with 
hypoproteinemia.—[Authors’ summary.] 


Respiratory Disorders 


658. The Cough Syndrome. Faintness and Loss of 
Consciousness from Coughing. The So-called Syndrome 
of Laryngeal Vertigo 

C. BAKER. Guy's Hospital Reports [Guy’s Hosp. Rep.] 
98, 132-167, 1949. Bibliography. 


The loss of consciousness in association with a fit of 
coughing was considered by Charcot to be due to an 
irritation of one of the laryngeal nerves, in the same way 
as Méniére’s vertigo appears to be connected with an 
affection of the auditory nerve in the labyrinth. ‘“ It 
is therefore a type of laryngeal vertigo”’. This view 
receives no support from the author, who describes 
9 clinical cases—all in males of excessive weight—in 
which there developed either dizziness or unconscious- 
ness in association with bouts of coughing. It is 
suggested that attacks are due to prolonged increased 
intrathoracic pressure, with diminished return to the 
right heart, reduced output of the right heart, and impair- 
ment of the cerebral circulation. The term “ the cough 
syndrome” is suggested. The author points out that 
unconsciousness is more likely to supervene in a bout of 
coughing in “Falstaff than Cassius’. [Whereas 
** ancillary ’’ methods were employed for the investiga- 
tion of the cardiovascular system, none was employed 
for the investigation of the central nervous system.] 

I. H. Milner 


659. Hamartoma of the Lung 
E. A. BraGG and G. Levene. Radiology [Radiology] 
54, 227-235, Feb., 1950. 8 figs., 8 refs. 


Hamartomata are defined, after Albrecht, as “* tumor- 
like malformations due to abnormal mixing or develop- 
ment of the normal tissue components of the organ ’”’. 
This abnormality may be the result of variations in the 
quality, arrangement, or degree of differentiation of the 
tissues, Or sometimes in all three. The authors claim 
that the incidence of hamartoma of the lung is probably 
second only to that of bronchogenic carcinoma. The 
distribution of these tumours in the lungs appears to be 
roughly proportionate to the size of the different lobes, 
the right lower lobe being the most common site. In 
all reported series of cases the predominant location 
has been sub-pleural, the size of the tumour ranging from 
a few millimeters to a maximum of 9 cm. in diameter. 
In the past, the majority of cases of hamartoma of the 
lung have been classified as chondromata because of the 
predominance of cartilage. 

While the radiological diagnosis of hamartoma is not 
always possible, the characteristic x-ray findings are: 
(1) a sharply defined parenchymal tumour surrounded 
by clear lung; (2) lobulation of the margin in most cases; 
(3) peripheral or sub-pleural location; (4) irregular 
patches of calcification in many cases; and (5) areas of 
lesser density near the periphery of the tumour; this last 
is seen only occasionally, and is due to collections of fat. 


170 


A hamartoma may be differentiated from bronchogenic 
carcinoma and from a solitary pulmonary metastasis by 
its very slow rate of growth. Bronchial adenomata are 
usually more spherical and closer to the hilum. Tuber- 
culomata may resemble hamartomata very closely in that 
they may contain calcium, but as a rule they show some 
degree of surrounding inflammatory reaction so that the 
border does not appear quite clear-cut. The type of 
calcification which occurs in echinococcus cysts should 
be sufficient to differentiate them from hamartomata. 
The authors report 3 cases of which, strangely enough, 
only one shows evidence of calcification. L. G. Blair 


660. Pulmonary Complications of Insulin Shock 
Therapy 

R. J. Gross and F. H. SCHAEFER. American Journal of 
Roentgenology and Radium Therapy [Amer. J. Roentgenol.] 
63, 191-195, Feb., 1950. 6 figs., 9 refs. 


In the course of the treatment of 87 schizophrenic 
patients by insulin shock, entailing a total of 1,650 treat- 
ments, 3 cases of acute pulmonary complication occurred. 
The radiograph in each case showed irregular patches 
of infiltration or consolidation. The clinical picture 
suggested a transient bronchopneumonia in 2 of the 
cases, and an infarct or atelectasis in the third. In each 
case radiological resolution and clinical recovery were 
complete within 4 days, except for a persistent cough in 
one case. 

The authors discuss the aetiology and conclude that the 
cause of this condition is probably not single, suggesting 
that inhalation of infective material, oedema of cardiac 
origin due to the direct effect of hypoglycaemia on the 
heart, or the action of hypoglycaemia on the cardiac or 
pulmonary medullary centres may variously be respon- 
sible. A. M. Rackow 


661. Bronchopulmonary Mycosis. Simultaneous Pri- 
mary Occurrence in Four Children and Their Mother with 
Subsequent Healing by Diffuse Miliary Calcification; 
A Twelve Year Observation 

B. M. HAaMiL. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 79, 233-271, Feb., 1950. 8 figs., 
bibliography. 

Bronchopulmonary mycosis (due to Monilia pinoyi 
and Aspergillus niger) developed simultaneously in 
4 children and their mother with symptoms characteristic 
of, and diagnosed as, “la grippe”’’ or “flu”. The 
incriminated organisms were probably in the respiratory 
tract from a common source in nature (grain and hay 
dust and contaminated chicken feathers) and became 
pathogenic as a result of this conditioning illness. 
The subsequent course of the disease in the children was 
protracted because of inadequate early treatment. 
Massive doses of iodides (potassium iodide orally, sodium 
iodide intravenously, and inhalations of ethyl iodide) were 
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followed by progressive healing. The fluffy parenchymal 
nodules, characteristic of the roentgenograms in all the 
patients, healed through fibrosis to scattered, complete, 
dense miliary calcification. The first appearance of 
calcium in all the patients was about 3 years after the 
onset of acute symptoms. Serial blood counts and 
sedimentation rates showed characteristic changes similar 
to those observed in tuberculosis. Repeated tests of 
skin reaction to intradermal injection of various stock 
fungi and bacterial vaccines and to autogenous Monilia 
pinoyi and Aspergillus niger vaccines indicated the 
extent of allergic response to heterologous fungi but also 
showed the more specific response to the autogenous 
organisms. Complement fixation and agglutination 
reactions are presented. 

Presentation of progressive roentgenologic changes 
over 10 years of observation indicates the complete heal- 
ing of the pulmonary lesions consistent with the present 
good state of health of all the patients.—[Author’s 
summary.] 


662. Bronchoscopic Findings in Pulmonary Haemor- 
rhage. aHHbie JerouHOM 
KPOBOTC4eEHHH) 

M.Y.ELova. Tepanesruyeckui Apxus [Terap. Arkh]. 
21, No. 6, 41-49, Nov.—Dec., 1949. 2 figs., 20 refs. 

The author has performed bronchoscopy 4,000 times 
in 450 cases (of which 246 were associated with haemo- 
ptysis). He maintains that haemoptysis is an indication 
for bronchoscopy at the earliest possible date. In 
147 cases (out of 246) the cause of haemoptysis was found 
to be in the bronchial system. There were 54 cases of 
chronic pulmonary suppuration where granulation tissue 
in the bronchi was responsible for blood-staining of 
sputum, 47 cases of ulcerative bronchitis, 36 of bronchial 
carcinoma, 7 of diffuse haemorrhagic bronchitis and 
bronchiectasis, and 3 of bronchial polypi. No cause for 
haemoptysis could be seen in 99 cases, though the area 
in which the haemorrhage originated was established. 

In 60% of the above cases it was possible to reach a 
diagnosis and start the necessary treatment; the 47 cases 
of ulcerative bronchitis and bronchiectasis were treated 
by wash-out of the bronchial tree with 0-5°% phenazone 
(10 to 15 ml. 3 to 4 times during each bronchoscopy 
session) and cauterization of the ulcers with 3 to 5% silver 
nitrate. After 3 or 4 bronchoscopies at 4- to 5-day 
intervals haemoptysis ceased in 40 cases and in 7 cases 
the condition improved considerably. In chronic 
pulmonary suppuration the bronchial tree was first 
cleared with saline; the granulations were then cauterized 
with 10% silver nitrate or 1% “ protargol”’, and 100,000 
to 200,000 units of penicillin introduced intrabronchially. 
Haemoptysis ceased in 43 cases, 6 cases relapsed after 
5 months, and in 5 cases there was no improvement. 
Seven cases of haemorrhagic bronchitis were treated in a 
similar way; in 5 haemoptysis stopped and in 2 cases 
there was some improvement. After excision of 
bronchial polypi haemoptysis stopped in 2 cases; in one 
case there was a relapse within a short time because new 
polypi grew. In 99 cases in which the haemoptysis 
originated in the lung parenchyma, satisfactory results 


were achieved by introducing 100,000 to 200,000 units 


of penicillin intrabronchially during each bronchoscopy 
session. In no case did frequent bronchoscopies lead to 
a detectable deterioration of disease. N. Chatelain 


663. Pulmonary Disease Associated with Cystic 
Fibrosis of the Pancreas 

L. B. Dickey. Diseases of the Chest (Dis. Chest] 17, 
151-166, Feb., 1950. 13 figs., 7 refs. 


The author describes 10 cases of cystic fibrosis of the 
pancreas encountered at Stanford University School of 
Medicine, and urges recognition of the possibility of its 
presence in any child suffering from chronic respiratory 
infection. Symptoms were failure to gain weight on 
an adequate diet, steatorrhoea, and recurring episodes 
of respiratory infection. Examination showed paranasal 
sinusitis or chronic nasal discharge in all but one of the 
cases, polymorphonuclear leucocytosis of 15,000 to 
30,000 per c.mm. was common, and an analysis of 
duodenal juices revealed either the absence of trypsin or 
its reduction to the smallest detectable quantity. Two 
cases came to necropsy; these subjects were found to 
have fibrocystic disease of the pancreas and extensive 
pulmonary disease: bronchitis, pulmonary abscesses, 
bronchiectasis, and bronchopneumonia. Treatment of 
the more recent cases with a high-calorie, high-protein, 
low-fat diet, supplemented by pancreatin and vitamin A 
and the use of penicillin and streptomycin aerosols, 
has kept 7 children alive and in good or moderately good 
health, though the ultimate prognosis is dubious. The 
factors of heredity, abnormal secretions of intestinal and 
other epithelial glands, and a lack of vitamin A in the 
production of the characteristic lesions of the disease 
are discussed. J. Robertson Sinton 


664. Collapse of the Lung Associated with Primary 
Tuberculous Lesions 

A. M. MAcPHERSON and V. U. LutwycHe. Thorax 
[Thorax] 5, 1-4, March, 1950. 1 fig. 


The authors examined 821 children at the Brompton 
Hospital Children’s Chest Contact Clinic who had 
positive tuberculin tests; 39, or 4-7%, were found to have 
collapse of part or the whole of a lobe in association with 
an active primary tuberculous lesion. There was a 
history of contact with open pulmonary tuberculosis 
in 30 of the 39 cases; 29 had symptoms, the commonest 
being cough (in 25) and a history of febrile attacks (in 
11); other symptoms were lassitude, anorexia, and failure 
to gain weight. The right upper and the right middle 
lobes were each affected 14 times, the left upper lobe 
7 times. Of 32 followed up for from 2 to 17 years 28 
showed no evidence of persisting collapse. In 3, collapse 
persisted throughout a period of observation for 6 to 
13 years and a fourth had had lobectomy for bronchiec- 
tasis. Bronchography was performed on 13 children 
only. The authors conclude that permanent collapse 
and severe bronchiectasis are not common complications 
of primary tuberculosis Maxwell Telling 


See also Sections Hygiene and Public Health, Abstract 
433; Pathology, Abstract 545; and Cardiovascular 
Disorders, Abstract 604. 
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665. The Effect of Endogenous Insulin on Gastric 
Function; A Clinical Study 

W. D. Poe. Annals of Internal Medicine [Ann. intern. 
Med.] 32, 279-283, Feb., 1950. 7 refs. 


In view of the fact that insulin injection increases 
secretory activity of the stomach, provided that the vagi 
are intact, the author studied gastric function in 50 cases 
of hyperinsulinism. In all these patients (all adults, 
32 women) the blood sugar level was less than 80 mg. per 
100 ml. at some time during a 6-hour glucose tolerance 
test, but there were no other significant clinical findings. 

In 31 patients there were “ major”’ gastro-intestinal 
symptoms, that is, symptoms responsible for the patient's 
seeking medical advice, and in 9 there were “ minor” 
gastro-intestinal symptoms. Altogether 33 patients 
complained of epigastric pain, fullness, flatulence, or 
nausea. 

In 28 out of 47 patients a test meal revealed an acid 
content of gastric juice above the normal range 15 minutes 
after stimulation with alcohol. Correlation between the 
degree of hypoglycaemia and the increase in acidity was 
poor. 
Radiologically, motor function of the stomach was 
abnormal in 41 out of the 50 patients. The stomach was 
hypertonic in 23 cases, peristalsis was greater than normal 
in 30, and the duodenal cap was spastic in 16. 

The author believes that hyperinsulinism may be 
responsible for gastric dysfunction in a greater number 
of patients than is commonly realized. He also thinks 
that a diet rich in fat and protein would tend to keep 
the blood sugar level more stable than one rich in carbo- 
hydrate, would therefore decrease insulin production and 
vagal stimulation, and would presumably lower gastric 
secretory and motor activity. S. S. B. Gilder 


666. The Effect of Dibutoline Sulfate on Interdigestive 
Gastric Secretion of Peptic Ulcer Patients 

S. H. Lorper and T. E. MACHELLA. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 219, 133-138, 
Feb., 1950. 2 figs., 12 refs. b 


The effect of subcutaneous injection of * dibutoline ”’ 
(dibuline, or dibutyl urethane of dimethylethyl-f- 
hydroxylethyl ammonium sulphate) was determined in a 
series of experiments on 22 patients suffering from peptic 
ulcer. In each case the diagnosis was confirmed by 
means of radiological examination. A Levin tube was 
passed into the stomach of the fasting subject. After the 
gastric residuum had been removed, samples of gastric 
juice were collected at intervals of 10 minutes for a 
period of 40 to 60 minutes. When dibutoline was 
administered in doses of 20 to 60 mg. a pronounced 
diminution occurred in the volume of gastric secretion. 
Usually the effect was observed from 3 to 10 minutes 
after the injection. A dose of 30 mg. caused a decrease 


of 76%, but larger doses failed to cause a proportional 
decrease in volume. The secretion was inhibited for 
an average period of 96 minutes. At the same time the 
injections relieved the pain from which 6 patients had 
been suffering. As the depressant action on gastric 
secretion was relatively brief, it was considered that 
repeated injections of the drug would be required in 
order to reduce the amount of gastric juice secreted during 
the night. The diminution in the volume of secretion 
was associated with a diminished output of free hydro- 
chloric acid. On the other hand, changes in the degree of 
gastric acidity were variable. 5 
Temporary blurring of vision was the most troublesome 
side-effect of dibutoline therapy. Every patient suffered 
from mydriasis, cycloplegia, and xerostomia, but in no 
case was there excitation of the central nervous system. 
The side-effects were less severe than those produced 
by atropine. However, it is to be noted that, in contrast 
to atropine, dibutoline is relatively ineffective when given 
by mouth. A. Garland 


667. A Report on Peptic Ulcer Therapy Using a New 
Antacid 

J. R. REULING, A. X. Rossten, and M. I. WOLGEL. 
Review of Gastroenterology [Rev. Gastroent.} 16, 856-868, 
Nov. 1949. 8 refs. 


The clinical trial of a new antacid substance, aluminium 
dihydroxyaminoacetate, is described. It was given in 
doses of 1-0 g. before and after meals to 22 ambulant 
patients with proved peptic ulcer. Improvement in 
symptoms was reported by most of the patients during 
3 months’ trial, with radiological evidence of healing in 
7 cases. 

[The method of assessment, the small number of cases 
studied, the short period of observation, and the absence 
of an untreated control group are the most obvious 
points to be criticized in this report.] John Naish 


668. Esophagoscopy in Upper Gastrointestinal Bleeding 
M. G. Carter and N. ZAMCHECK. New England Journal 
of Medicine [New Engl. J. Med.| 242, 280-282, Feb., 
1950. 


Prompt diagnosis of the cause of bleeding in patients 
with haemorrhage from the upper gastro-intestinal tract 
is both difficult and necessary for the determination of 
prognosis and therapy. In particular, patients with 
bleeding oesophageal varices must be distinguished from 
those bleeding from other lesions. Oesophagoscopy, 
by enabling the diagnosis to be made early and immediate 
treatment to be applied to the bleeding point, contributes 
greatly to the management of this group of patients, and 
unwarranted gastric surgery may thereby be prevented. 

Oesophagoscopy was carried out on 14 patients with 
acute upper gastro-intestinal bleeding admitted to the 
Boston City Hospital during a 10-month period; 11 were 
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menand3 women. The diagnosis of oesophageal varices 
was thus excluded in 7 patients with known or suspected 
cirrhosis of the liver, and emergency gastric surgery was 
subsequently performed on 4 of these. A presumptive 
diagnosis of bleeding oesophageal varices was confirmed 
by oesophagoscopy in 3 patients with proven cirrhosis. 
Oxycel-gauze tamponade was used in the treatment of one 
of these with success. In one of 2 patients with melaena 
of unknown origin and with x-ray evidence of hiatus 
hernia, oesophagoscopy revealed the presence of a severe 
oesophagitis. The technique of emergency oesophago- 
scopy in the patient’s own bed and the difficulties and 
dangers of the procedure are described. John Borrie 


See also Sections Pharmacology and Therapeutics, 
Abstract 472; Radiology, Abstract 531; and Infectious 
Diseases, Abstract 831. 


669. Symptomatic Sprue. A Study of Six Verified 
Cases 

C. J. BJERKELUND. Acta Medica Scandinavica [Acta 
med. scand.] 137, 130-149, 1950. 5 figs., 47 refs. 


Steatorrhoea was the symptom common to 2 cases of 
Hodgkin’s disease and to one case each of reticulum-cell 
sarcoma, cystic lymphangioma of the mesentery, chronic 
enteritis, and regional jejunitis. Blood counts, analysis 
of faeces, and chemical investigations of the blood were 
carried out and in 4 cases necropsy was performed. In 
one case of Hodgkins’s disease Addison’s disease deve- 
loped terminally and necropsy revealed enlarged and 
heavily infiltrated adrenals. In the case of extensive 
regional jejunitis there were many enlarged lymph nodes, 
but the anaemia improved with folic acid. Steatorrhoea 
is probably due to mechanical blockage of the lymphatics 
of the intestines and the mesentery, but it may also be due 
to local conditions in the mucosa which prevent phos- 
phorylation and efficient absorption of fats. Other 
substances such as calcium and vitamins may also not be 
well absorbed as the result of the lesion. E&. Neumark 


670. Observations on Small Intestinal Hypomotility 
and States of Hypertonicity Arising from Functional Bases 
L. MARTIN. American Journal of Medicine [Amer. J. 
Med.} 8, 196-204, Feb., 1950. 17 figs., 2 refs. 


The subject of this paper is ileostasis, which is defined 
as the persistence of barium in the lower ileum for 14 
hours or longer, together with a failure of a normal 
breakfast to move the barium on into the caecum. An 
unstated quantity of barium sulphate was given “* about 
3 hours after a light supper”. After this the patient 
fasted [? no water to drink] until he presented himself 
again in the x-ray department about 14 hours later. 
If barium was found in the ileum the patient was “* given 
breakfast’; if barium was still present in the ileum 
2 hours later the retention was considered significant. 

Ileostasis was looked for in 247 patients [who were 
apparently seen in private practice] of both sexes, and 
aged from 20 to 60 years. [It is not stated whether there 
was a control group or not, or how the cases were 
selected.}] Among 50 patients with no symptoms to 
Suggest intestinal disorder, ileostasis was found 3 times; 


among 105 patients with symptoms suggesting functional 
disorder of the small intestine, it was found 23 times; 
and among 92 patients with pain in the right iliac fossa, 
it was found 48 times. All these 48 patients were 
diagnosed as suffering from organic partial obstruction. 
There were thus 26 patients in whom the ileostasis was 
thought to be functional, and in 16 of these the barium 
follow-through examination was repeated without any 
change being found. Seven case histories of different 
types of functional disorder are briefly summarized. 
One type of patient is tired and overworked and suffers 
from the presence of excessive gas in the colon, another 
type of patient has a lowered basal metabolic rate and 
raised serum cholesterol level, while another has pain and 
tenderness in the right iliac fossa but laparotomy reveals 
no abnormality. There were 15 patients with a typical 
spastic-colon syndrome, | patient with spasms in the 
ileum which persisted during laparotomy and for which no 
cause could be found apart from his highly emotional 
state, and one patient with post-encephalitic Parkin- 
sonism. The 4 patients with a low metabolic rate 
had normal radiological findings after “* thyroid medica- 
tion ’’ and some of the others were better after rest. 
Denys Jennings 


671. On the Clinical Significance of So-called Iodophil 
Clostridia (Clostridium butyricum) in Feces. [In English] 
P. BRUMMER. Annales Medicinae Internae Fenniae 
[Ann. Med. intern. fenn.| 38. 157-160, 1949. 7 refs. 


In accordance with the view held by Owler (Guy’s Hosp. 
Rep., 1936, 86, 411) the author considers that carbo- 
hydrate dyspepsia is a syndrome which arises from 
various disorders, all of which cause increased intestinal 
motility. Moreover, he makes the assumption that a 
**tendency to diarrhoea’’ should be regarded as a 
patient’s cardinal symptom before a diagnosis of intestinal 
carbohydrate dyspepsia can usually be made. Now 
Svartz, whom the author of this article cites, has asserted 
that intestinal carbohydrate dyspepsia is associated with 
the presence of Clostridium butyricum in the stools—an 
assertion which is not corroborated by the results of 
the experiment described. [However, the assumption 
mentioned above has yet to be supported by fact.] 

I. H. Milner 


See also Sections Dermatology, Abstract 693; Genito- 
Urinary Disorders, Abstract 732. 


672. Systemic and Portal Venous Pressures in Cirrhosis 
of the Liver 

C. S. Davipson, T. B. GiBBons, and W. W. FALOON. 
Journal of Laboratory and Clinical Medicine [J. Lab. clin. 
Med.) 35, 181-187, Feb., 1950. 1 fig., 17 refs. 


The authors report experiments in which they measured 
the pressures in antecubital and femoral veins and in 
ascitic fluid in patients with alcoholic cirrhosis of the 
liver. They also measured the pressure in abdominal 
wall veins before and after obstructing the flow of blood 
cranially. Ten patients with cirrhosis and one with a 
“chocolate cyst’? of the ovary were studied. The 
antecubital venous pressure readings lay within the 
normal range. The femoral venous pressure ran 
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parallel to the abdominal-fluid pressure and was markedly 
raised in the cases of ascites. The highest pressure 
readings were obtained in cases of oedema of the legs as 
well as ascites. 

Finding that the pressure in an abdominal collateral 
vessel, when compressed cranially, rose higher than the 
abdominal-fluid pressure and remained elevated afte 
paracentesis abdomini, the authors argue that the 
pressure in such an abdominal collateral approaches 
the true portal-vein pressure. The pressure readings so 
obtained were of the same order as those obtained 
directly at open operation (240 to 400 mm. water). 

It is concluded from serum albumin estimations and 
these venous pressure readings that neither lowering the 
level of the former nor raising the latter can account for 
the formation of oedema or ascites in patients with 
hepatic cirrhosis. [This article is rather difficult to read.] 

John Naish 


673. Protein Alteration in Portal Cirrhosis as Deter- 
mined by Electrophoresis 

J. F. WuitMan, H. R. ROSSMILLER, and L. A. Lewis. 
Journal of Laboratory and Clinical Medicine [{J. Lab. 
clin. Med.} 35, 167-180, Feb., 1950. 7 figs., 33 refs. 


The Tiselius method of electrophoresis was used in 
comparing the levels of the different protein fractions in 
the blood of 32 normal controls and 39 patients with 
portal cirrhosis. Although wide variations in the levels 
of albumin and «, 8, y, and ¢ globulins were met with 
both in controls and patients, certain significant dif- 
ferences in the mean values were found. In the latter 
group the mean plasma albumin content was lower, and 
that of the 8, y, and ¢ globulins higher than in the 
controls. The total protein and «-globulin levels were 
not significantly different. Abnormal results in the 
thymol turbidity test and the cephalin flocculation 
reaction were found to be correlated with a rise in the 
serum y-globulin level. A high icterus index, however, 
was not associated with gross changes in the protein 
fractions. A reduction in plasma prothrombin concen- 
tration tended to be associated with a lowered albumin 
and raised y-globulin level and similar changes were 
found in those cirrhotic patients who also had ascites. 
The general conclusion seems justified that hepatic 
cellular damage leads to a fall in the plasma albumin level 
and a rise in the plasma y-globulin level. 

[This tersely written paper contains much valuable 
information; the tables, diagrams, and_ statistical 
conclusions are well set forth.] John Naish 


674. The Bromsulphalein Test in the Early Diagnosis of 
Liver Disease in Gross Upper Gastro-intestinal Hemor- 
rhage 

A. ZAMCHECK, T. C. CHALMERS, F. W. Wuite, and C. S. 
DAVIDSON. Gastroenterology [Gastroenterology] 14, 
343-363, March, 1950. 5 figs., 22 refs. 


The authors have studied the causes of massive 
haematemesis, and especially the identification of those 
cases of bleeding due to hepatic cirrhosis with oeso- 
phageal varices. They have attempted, by means of 
the well-known bromsulphalein retention test, to dif- 


ferentiate between cases of this type and others in a series 
of 61 patients suffering from vomiting of blood, 
Advanced hepatic cirrhosis was the final diagnosis, on 
good grounds, in 9 cases; 15 patients were classified as 
suffering from ‘‘ other hepatic disease’, most of them 
being chronic alcoholics and some having an enlarged 
liver; and the remainder suffered from no known liver 
disease. Allowing for increased retention of dye due to 
severe shock, advanced age, and possibly also to fever, it 
is concluded that the bromsulphalein test is of real value 
as a “* screening test ’’ for the presence or absence of liver 
disease. It shows, too, the state of hepatic function in 
patients with haematemesis in whom the question of 
surgical operation may be under urgent consideration. 
J. W. McNee 


675. Steroid Hormones in Hepatitis 

M. BJoRNEBOE, C. HAMBURGER, and M. JERSILD. Acta 
Medica Scandinavica [Acta med. scand.] 136, 287-292, 
1950. 287-292, 1950. 1 fig., 29 refs. 


In 1944-6 an epidemic of chronic hepatitis occurred in 
Denmark, almost exclusively affecting women past the 
menopause. A group.of 11 patients and 12 controls 
were given a single dose of 100,000 units of oestrone by 
mouth. The total and the “free’’ oestrogens were 
estimated in a 24-hour sample of urine by biological 
assay on adult spayed mice. Excretion was increased in 
the patients with hepatic disease. The level of 17-keto- 
steroids is reduced in early cases of acute hepatitis and 
returns to normal in convalesence. It is concluded that 
the liver plays an important part in the metabolism of 
steroid hormones. E. Neumark 


676. The Treatment of Spontaneous Hypoglycaemia due 
to Hyperplasia of the Islets of Langerhans 

G. GRAHAM and W. G. OaAKLeEy. Quarterly Journal of 
Medicine (Quart. J. Med.| 19, 21-31, Jan., 1950. 5 figs., 
21 refs. 


Spontaneous hypoglycaemia is a rare condition due to: 
(1) functional disturbance of carbohydrate metabolism 
in patients with an unstable autonomic nervous system, 
and probably due to rapid stomach emptying; (2) gastro- 
enterostomy, when it is also known as the “ dumping 
syndrome ”’; (3) hyperinsulinism, met with in benign or 
malignant tumours or simple hyperplasia of the cells of 
islets of Langerhans. 

The authors describe the case of a woman of 53 who 
had spontaneous hypoglycaemia due to diffuse hyper- 
plasia of the islets of Langerhans. An attempt was made 
to destroy the islet cells, at first with Young’s crude 
anterior pituitary extract and then with alloxan. Both 
attempts failed. In all, 673-75 g. of the pituitary extract 
and 168 g. of alloxan were given in the course of a few 
months, the doses being adjusted according to the clinical 
response and the local and general reaction produced. 
The former preparation was given intramuscularly and the 
latter intravenously. Removal of nearly the whole of the 
pancreas in two stages caused a remission of all symptoms 
for 2 years, and treatment with x rays caused a definite 
improvement in the condition which has been maintained 
for 2 years and 8 months. S. Karani 
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677. Observations on the Physiologic Effects of Corti- 
sone and ACTH in Man 

R. G. SPRAGUE, M. H. Power, H. L. MAson, A. ALBERT, 
D. R. MATHIESON, P. S. HENCH, E. C. KENDALL, C. H. 
StocumB, and H. F. Poitey. Archives of Internal 
Medicine [Arch. intern. Med.] 85, 199-258, Feb., 1950. 
27 refs. 


The effects were studied, in a series of 33 patients, of 
the prolonged administration of 17-hydroxy-11-dehydro- 
corticosterone (cortisone) or pituitary adrenocortico- 
trophic hormone (ACTH). One of the patients also 
received 17-hydroxycorticosterone (compound  F). 
Seventeen of the patients had rheumatoid arthritis and 
5 rheumatoid arthritis and spondylitis; 8 had acute 
rheumatic fever; one had disseminated lupus erythe- 
matosus; and one psoriasis and psoriatic arthritis. 
Among the changes produced by the administration of 
these hormones were increase in body weight, rounding 
of the facial contours, and the production of acne, hir- 
suties, keratitis pilaris, and cutaneous striae. Muscular 
weakness, amenorrhoea, and euphoria were sometimes 
found. The urinary excretion of corticosteroids rose 
above the normal level during administration of the 
hormones, while that of 17-ketosteroids fell rapidly at 
first, later becoming stabilized or rising again. There 
was no apparent relation between the effects produced 
by the hormones on the metabolism and the clinical 
response of the arthritis. There was an increased 
excretion of creatine and of uric acid in the urine and 
the production of a hypochloraemic hypopotassaemic 
alkalosis. The effect of the hormones on sodium and 
chloride balance was variable, but there tended to be a 
retention of both in the early stages and an increased 
excretion after prolonged administration. A negative 
nitrogen balance was produced, together with significant 
increases in urinary calcium and phosphorus excretion 
and also an increase in faecal phosphorus. Conspicuous 
alterations in carbohydrate tolerance were not produced ; 
more striking changes might be expected if the hormone 
were given to actual or potential diabetics. 

Many of the manifestations of Cushing’s syndrome 
were produced by protracted administration of cortisone 
and there was evidence that cortisone is capable of 
depressing the function of the adrenal cortex in man as it 
does in the rat. Geoffrey McComas 


678. Influence of Methyl-testosterone upon the “ Endo- 
crine Kidney 

H. Se_ye and H. Stone. Journal of Endocrinology [J. 
Endocrinol.| 6, 86-93, April, 1949. 7 figs., bibliography. 


There have been many reports that steroid hormones, 
particularly the androgens, will restore the atrophic 
kidney of castrates to normal and can actually cause 
hypertrophy of the kidney. This may be regarded as a 
true renotrophic action, or merely as a work hypertrophy 
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secondary to metabolic changes caused by the steroids. 
The present paper records an investigation of the effect of | 
methyltestosterone on the kidneys of rats, in which 
secretion of urine had been abolished by constriction of 
the left renal artery and ligature of the corresponding 
ureter. Renotrophic effects observed in such a kidney 
could not be regarded as a work hypertrophy. 

Female albino rats weighing 130 to 150 g. were used. 
Methyltestosterone was administered as a microcrystalline 
suspension of 50 mg. per ml. in oil, of which 0-1 ml. was 
injected subcutaneously twice daily. Injections were 
given from the day of operation for the production of an 
‘** endocrine kidney ”’ until the animal was killed on the 
fifteenth day of the experiment. The effect of androgen 
was tested in intact animals and those with an “* endocrine 
kidney ’’, with and without the administration of 4°% 
sodium chloride in the drinking water. The effect on 
survival, body weight, and weight of kidneys, heart, and 
adrenals was recorded. The heart weight was used as an 
indicator of hypertension. 

The survival rate and the production of nephrosclero- 
sis, cardiac hypertrophy, and periarteritis nodosa were 
uninfluenced by methyltestosterone treatment. Dietary 
sodium chloride was also without influence on these 
changes. The “ endocrine kidney” in treated animals 
showed marked hypertrophy, which on histological 
examination was shown to be almost confined to the 
spiral segment of the proximal convoluted tubules. It is 
concluded that kidney growth is due to a direct trophic 
action of the androgen and is not merely secondary to 
metabolic changes necessitating increased excretory 
work. G. C. Kennedy 


679. Chromophobe Adenoma of the Pituitary and 
Amenorrhoea. Deleterious Effect of Implantation of 
100 mg. of Stilboestrol. (Adénome chromophobe de 
lhypophyse et aménorrhée. Action nocive d’une 
implantation de 100 mg. de distilbéne) 

R. BourG and P. Martin. _Annales d’Endocrinologie 
[Ann. Endocrinol., Paris] 10, 136-145, 1949. 6 figs., 
10 refs. 


A 34-year-old woman who had been amenorrhoeic 
for 2 years and complained of apathy and frigidity was 
subjected to implantation of 100 mg. of stilboestrol. 
The field of vision was slightly reduced at the lateral 
(55°) and upper lateral (45°) boundaries on both sides. 
There was no central scotoma and the fundus of the eye 
was of normal appearance. The basal metabolic rate 
was —15-9%. About 3 weeks after the implantation the 
patient developed visual disturbances and pain in the 
teeth. There was then found to be a large central 
scotoma and the field of vision was greatly reduced 
temporally on both sides. The visual acuity was 
reduced to 35, and retro-orbital pain developed. The 
sella turcica was radiologically enlarged. Three weeks 
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after the appearance of these manifestations (6 weeks 
after the implantation) the tablet of stilboestrol was 
removed, its weight being then 50 mg. Two days later 
uterine bleeding occurred, but endometrial biopsy 
was not performed. Although the headaches decreased 
in severity, the field of vision continued to shrink slowly; 
this led to the decision to explore the pituitary fossa, 
which was found to contain a blood cyst in a chromo- 
phobe adenoma, most of which was removed. At first 
the patient improved and the vision became practically 
normal. Five months later, however, ocular disturbances 
again developed and pursued a gradually progressive 
course. It appears that the chromophobe adenoma was 
rendered so hyperaemic by the stilboestrol that a blood 
cyst developed in it. The possibility of a hypophyseal 
adenoma should always be carefully investigated be- 
fore oestrogens are implanted in the treatment of 


amenorrhoea. A.J. M. Holmer (Excerpta Medica) 
THYROID GLAND 
680. Diabetes and Graves’s Disease. Effects of 


Thiouracil in 4 Cases. (Diabete e Basedow: effetto del 
trattamento tiuracilico su 4 casi) 

L. Corti and G. ANDREANI. Folia Endocrinologica 
[Folia endocrinol., Pisa] 2, 237-256, June, 1949. 8 figs., 
10 refs. 


A woman of 64 developed signs of hyperthyroidism 
after the menopause at 50, and diabetes mellitus at 53. 
In November, 1947, methylthiouracil treatment was 
begun. After 30 days both conditions improved in 
equal measure. Another woman, aged 47, developed 
diabetes mellitus at the age of 42 and, apparently, signs of 
hyperthyroidism at the age of 45, the treatment of which 
with methylthiouracil (0-4 to 0-6 g. per day) improved the 
diabetes considerably within 35 days. The same result 
was obtained in the case of the 2 remaining patients, a 
woman of 67 and a man of 39. Remission of the thyro- 
toxic symptoms brought about better response to insulin 
treatment of the diabetes, increase in weight, and 
diminution of diuresis. In some cases the diabetes had 
been resistant to insulin before treatment with thiouracil, 
but this was not so afterwards. 

[Although the observations are interesting, the case 
histories are not ideally presented, particularly as regards 
chronological data.] V. C. Medvei 


681. The Galactose Tolerance Test in the Diagnosis of 
Thyrotoxicosis. [In English] 

N. SakKseLA and O. KANnnas. Annales Medicinae 
Internae Fenniae [Ann. Med. intern. fenn.] 38, 204-214, 
1949. 2 figs., 15 refs. 


A modified form of the method of Althausen (Amer. 
J. med. Sci., 1940, 199, 342) was used in carrying out 
the galactose-tolerance test in 133 individuals. Of 
these, 10 were known to be suffering from a defect in 
the function of the liver and the results obtained with them 
were excluded from the series. Of the others 39 were 
considered on clinical grounds to be suffering from 
thyrotoxicosis, 30 had non-toxic goitres, 44 were patients 
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suffering from diseases other than of the thyroid gland, 
and 10 were normal individuals. Each was given, by 
mouth, 400 ml. of a galactose solution containing 
0-66 g. galactose per kg. of the recipient’s body weight. 
In the case of those considered clinically thyrotoxic, the 
average galactose content of the blood in the 30-minute 
and 60-minute specimens was 24 times as high as it was in 
those not regarded as suffering from thyrotoxicosis, 
Furthermore, lower values were obtained for the galactose 
content of the blood pari passu with the improvement 
which resulted from treatment with thiouracil. 
I. H. Milner 


682. The Thyroid-inhibitor Effect of Potassium Thio- 
cyanate and Propylthiouracil. (L’action thyro-inhibitrice 
du thiocyanate de potassium et du propylthiouracil) 

G. H. Dettour and D. Hioco. Annales d Endo- 
crinologie [Ann. Endocrinol.] 10, 411-418, 1949. 1 fig., 
12 refs. 


In the synthesis of thyroxine by the thyroid gland, two 
successive, independent mechanisms appear to be 
involved: fixation of iodine by the thyroid, and the 
transformation of iodine into thyroxine. The authors 
describe experiments which indicate that the antithyroid 
activities of thiocyanate and of thiouracil depend upon 
two distinct mechanisms. In the first place, it was found 
that potassium thiocyanate (KSCN) is less goitrogenic 
than propylthiouracil and, whereas the latter can reduce 
the iodine content of the thyroid gland to zero, the 
former causes only a moderate fall in iodine content. 
This is because KSCN has only a partially inhibiting 
effect upon iodine uptake and leaves intact the iodine 
already transformed into diiodotyrosine and thyroxine. 
Furthermore, pharmacological doses of iodine (as 
potassium iodide) inhibit the goitrogenic activity of 
KSCN, but that of propylthiouracil is affected only by 
enormous doses of iodine such as have no physiological 
interest. Thiocyanate was found to have only a brief 
action in comparison with thiouracil. In very large 
doses it could prevent entirely iodine uptake by the 
thyroid. The authors conclude that the goitrogenic 
action of KSCN is concerned solely with the first stage in 
thyroxine synthesis, that is, with the fixation of iodine by 
the thyroid gland. G. I. M. Swyer 


683. The Simultaneous Detection of Thyroid and 
Thyrotrophic Hormones in Vertebrate Sera 

S. A. D’ANGELO and A. S. Gorpon. Endocrinology 
[Endocrinology] 46, 39-53, Jan., 1950. 2 figs., 53 refs. 


If frog tadpoles are subjected to total starvation during 
the early hind-limb length stages (3 to 5 mm.), thyroid 
atrophy is induced and metamorphosis arrested. Ad- 
ministration of pituitary thyroid stimulating hormone 
(T.S.H.) to these tadpoles increases the thyroid cell height 
and overcomes the metamorphic arrest, the increase in 
cell height being a linear function of the dose. Admini- 
stration of thyroxine, on the other hand, overcomes 
metamorphic arrest but does not affect thyroid cell 
height. 

Quantitative experiments were undertaken by the 
authors, using a standard anterior pituitary preparation 
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THYROID GLAND 


dissolved in saline, and pt-thyroxine in serum, to 
determine whether these reactions could be used as the 
basis of a method of assay of T.S.H. and thyroxine in 
vertebrate sera. The material was injected intraperi- 
toneally into tadpoles (starved after attaining the 
appropriate size), 7 injections of 0-5 ml. being given on 
alternate days, and the tadpoles examined 24 hours after 
the last injection. Hind-limb length was measured, and 
the mean height of the thyroid cells determined by 
measuring representative cells in serial sections of the 
gland. By this method it was found possible to detect 
concentrations of 0-001 Junkmann-Schoeller units of 
T.S.H. per ml., or 10 yg. of thyroxine per 100 ml. 
When thyroxine and T.S.H. were given together the 
effects on hind-limb length were additive. 

In normal rat serum the concentration of T.S.H. was 
found to be high and that of circulating thyroxine low, 
but after hypophysectomy T.S.H. could not be detected. 
Human, beef, lamb, horse, and guinea-pig sera, however, 
had an appreciable thyroxine content, but little T.S.H. 
activity. In guinea-pigs made goitrous by administration 
of propylthiouracil, the serum contained detectable 
amounts of T.S.H. Pigeon serum was found to have some 
T.S.H. activity, but none could be detected in frog and 
turtle sera. G. Ansell 


684. The Cytological Changes That Occur in the 
Anterior Pituitary Glands of Rats Injected with Various 
Doses of I'*! and Their Significance in the Estimation of 
Thyroid Function 

R. C. GoLpBerG and I. L. CuHaikorr. Endocrinology 
[Endocrinology] 46, 91-104, Jan., 1950. 3 figs., 17 refs. 


Cytological examination of the pituitary may be used 
in estimating the degree of thyroid activity. When 
thyroxine production is deficient, the pituitary basophil 
cells (which are thought to be the site of thyrotrophic- 
hormone formation) increase in number. This increase 
varies according to the degree of deficiency, and the cells 
become large, vacuolated, and are eventually transformed 
into signet-ring cells. With very severe degrees of 
thyroid deficiency the acidophil cells become sparsely 
granulated, and with complete thyroid deficiency there 
is an almost complete absence of granulated acidophils. 

This paper, from the University of California, describes 
the pituitary changes detected in 250 male rats injected 
with various doses of radioactive iodine (I'**) (see 
Endocrinology, 1950, 46,72). In animals receiving 18 juc. 
of I'*? no pituitary changes were found after periods 
ranging from 12 hours to 1 month: taken in conjunction 
with previous findings, it is assumed that this constitutes 
a safe tracer dose for rats. One week after the injection 
of 300 pc. of I**! the pituitary showed an increase in 
numbers of basophil cells and degranulation of acidophil 
cells. These changes were maximal at 4 weeks, but had 
returned to normal 5 to 8 months after the injection, 
indicating that thyroxine formation had by then reached 
a normal level. In animals injected with 875 yc. of 
I'*! there was an almost complete absence of granulated 
acidophils by the end of 3 weeks, and this persisted 
after 5 to 8 months. There was no evidence of radiation 
damage, and the pituitary changes were identical with 
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those found in rats after thyroidectomy, as were the 
changes following the injection of thyroxine into these 
animals. All except 2 of the rats injected with 525 pc. 
of I#%1 showed similar changes to the group which 
received 875 yc., although atypical (Hiirthle-like) cells 
were found in the thyroid at 8 months in the former group. 
This finding is held to indicate that such atypical 
thyroid cells synthesize little or no thyroxine. 
G. Ansell 


685. Hyperthyroidism. Treatment with Radioactive 
Iodine 

S. FELTELBERG, P. S. KAuNiTZ, S. St_ver, N. SIMON, 
L. R. WASSERMAN, and S. B. YOHALEM. Archives of 
Internal Medicine [Arch. intern. Med.] 85, 471-478, 
March, 1950. 1 fig., 9 refs. 


This paper from the Mount Sinai Hospital, New York, 
describes the results obtained in 184 cases of hyper- 
thyroidism treated with radioactive iodine (['*1) and 
observed for periods ranging from 3 to 30 months. 
Dosage was based on the estimated thyroid weight and 
on the proportion of a tracer dose retained by the gland. 
The initial dose varied from 1-7 to 11 “* New York”’ 
millicuries (mc.), the average dose taken up per gram of 
thyroid being 80 mc. (one “* New York ”’ mc. is roughly 
equivalent to 0-67’ Oak Ridge” mc.). Response was 
not uniform in all patients, probably because of errors 
in the estimation of thyroid weight, variations in the 
biological half-life of the isotope, non-uniform distribu- 
tion of I'* in the thryoid, and varying sensitivity of the 
tissue to radiation. Patients usually noted subjective 
improvement in 2 to 4 weeks, and objective improvement 
was usually seen in 4 to 8 weeks; 43 patients who were 
not “* well by clinical and laboratory criteria ” in 8 weeks 
responded to a second, smaller dose of I'*', but 9 patients 
required 3 doses. Radiation sickness was not observed, 
and tenderness of the thyroid was present in only 
4 cases. 

Remission of hyperthyroidism occurred in all except 
2 cases, in one of which the patient died as the result of a 
thyroid storm on the day following the administration 
of 10 mc. of I'*4, whereas the other did not return for a 
second treatment when requested, and subsequently died 
in a thyroid storm complicating pneumonia. In 121 
patients there was a reduction in size of the thyroid, and 
13 patients developed hypothyroidism. Of 18 patients 
who had atrial fibrillation before treatment, normal 
rhythm was resumed spontaneously in 10 cases, and in 
2 others after quinidine. The remaining 6 patients had 
associated rheumatic heart disease and quinidine was not 
given. At first radioactive-iodine therapy was restricted 
mainly to patients over the age of 45 and particularly 
those in whom other methods of treatment had failed. 
Later, in view of the good results obtained, radioactive 
iodine was used for the treatment of all cases of hyper- 
thyroidism except those associated with solitary adeno- 
mata. 

In an addendum it is stated that a further 106 patients 
have been successfully treated, of whom one required 
7 treatments and 5 patients developed myxoedema. 

G. Ansell 
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686. Histamine Antagonist Therapy in Dermatology 

R. P. Warin. British Journal of Dermatology and 
Syphilis (Brit. J. Derm. Syph.] 62, 159-167, April, 1950. 
4 figs., 5 refs. 

The author points out that there is a variation in the 
degree of histamine antagonism produced in different 
individuals by the same dose of an anti-histaminic drug, 
and states that fluctuations in the strength of causative 
stimuli may cause an eruption which has been suppressed 
to reappear despite the continued administration of a 
constant dose of the drug. It is also pointed out that the 
sedative side-action of these drugs may help in a number 
of dermatoses, and this must not be forgotten in assessing 
the effect of histamine antagonists on various conditions. 
In the opinion of the author, the histamine antagonists 
may modify acute, chronic, giant, and papular urticaria, 
but have only very slight effect in eczema and dermatitis. 
Anthisan and phenergan”’ are thought to be the 
most suitable preparations. Phenergan may be given in 
a single dose at night. 

The author points out that in chronic urticaria this 
form of treatment is only suppressive. The tendency to 
develop urticaria is more likely to disappear during 
suppressive therapy if the condition has been present for 
only a short time before treatment was begun. If the 
tendency does not disappear in the first few months of 
therapy there is progressively less likelihood of its doing so. 
With reference to papular and recurrent giant urticaria 
it is suggested that attacks may be modified if the drugs 
are taken as early as possible after the lesions appear. 
The side-effects of these drugs are all very, similar, 
although some of the drugs have little chemical relation- 
ship. Apparently no ill effects follow prolonged therapy. 

H. S. Laird 


687. Protein Deficiency in Cutaneous Disease 

W. B. Guy. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 61, 261-270, Feb., 1950. 
4 figs., 5 refs. 


The thesis presented in this paper is that lack of protein 
is directly responsible for certain skin conditions, 
particularly eczema and indolent ulcers of the legs. 
The author suggests that one of the principal actions of 
proteins is to maintain the osmotic and hydrostatic 
pressures between the circulating blood and the tissue 
fluids. The normal serum contains 0-27 g. of fibrinogen, 
2-7 g. of globulin, and 4-1 g. of albumin in each 100 ml. 
The approximate ratios of these three fractions is | to 
10 to 15, and the albumin-globulin ratio 1-51 to 1. 
Reduction in the level of these proteins in the circulating 
plasma is one of the main causes of oedema. The serum 
protein content does not depend solely on the amount of 
protein ingested, for albumin is probably synthesized by 
the liver and globulin by the reticulo-endothelial system. 
Five cases are quoted of patients suffering from eruptions 
on the legs with varying degrees of oedema. The bio- 


chemical findings in each case, which showed a reduction 
in albumin-globulin ratio, with or without reduction in 
total plasma protein content, are reported. Benefit 
accrued in 4 of these cases after administration of a 
suitable diet supplemented with protein hydrolysates. 
The author emphasizes that a diagnosis of protein 
deficiency does not depend on the finding of a low total 
serum protein level, or of a reversal of the albumin- 
globulin ratio. He believes that protein deficiency with 
cutaneous symptoms may occur in persons of middle age 
or younger because of faulty synthesis of plasma proteins 
by a diseased liver. R. M. B. MacKenna 


688. On Lipstick Dermatitis 
V. Pirita. Acta Allergologica [Acta allerg., Kbh.] 2, 
290-298, 1949. 2 figs., 14 refs. 


Lipstick rarely causes cheilitis, in spite of its very 
common use, and it is claimed that this is the first account 
of a lipstick dermatitis due to the use of Sudan IV 
(toluene-azo-toluene-azo-8-naphthol) as the colouring 
matter. Six cases are described, in one of which the 
patient also had a dermatitis of the cheeks, the lipstick 
having been used as rouge, while in another the tip of the 
tongue was inflamed. Other azo dyes may cause derm- 
atitis so that a sensitized patient should undergo patch 
tests before changing to a new lipstick, either with the lip- 
stick itself or with the pure dye. A. W. Frankland 


689. Antihistaminic Drugs in Dermatologic Therapy 

G. A. WALDrIFF, J. Davis, and G. M. Lewis. Archives 
of Dermatology and Syphilology [Arch. Derm. Syph.; 
Chicago] 61, 361-378, March, 1950. 29 refs. 


A series of 9 antihistaminic drugs were used in treating 
389 patients with allergic dermatoses classified as urti- 
caria, disseminated and localized neurodermatitis, contact 
dermatitis, genital pruritus, and a miscellaneous group. 
In 277 cases the drugs were applied topically. 

Urticaria responded well to oral administration and 
neurodermatitis and genital pruritus to topical applica- 
tions. Results in the treatment of contact dermatitis 
were disappointing. In all patients itching was relieved. 
Side reactions were mild but occurred in 20% of patients, 
and sensitization dermatitis from local application 
occurred in 4:5% of cases. Patch-tests with anti- 
histaminic preparations in 100 normal subjects gave 
positive reactions in 8 cases. John T. Ingram 


690. Clinical and Experimental Evaluation of Thephorin 
Ointment 

F. Reiss and A. B. KERN. Journal of Allergy [J. Allergy) 
21, 160-168, March, 1950. 20 refs. 


** Thephorin ” (phenindamine) is a new antihistamine 
drug. It was applied as a 5% ointment in a “ carbo- 
wax’ base to 161 patients who suffered from various 
forms of pruritic dermatosis. Three-quarters of these 
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were benefited, but about one-quarter were also benefited 
by the use of the base alone. The best results were 
achieved in atopic dermatitis and pruritus ani, vulvae, and 
scroti, but there were contact-type reactions in 2-5% of all 
cases. In 10 normal subjects wheals were produced by 
intradermal injection of histamine. The ointment, 
when applied beforehand, did not influence the size of 
the wheal, but diminished the size and intensity of the 
surrounding flare. If the ointment was applied after the 
injection it had no such influence, and if “* mecholyl ” 
was injected intradermally instead of histamine the 
ointment did not show any action at all. It is suggested 
that the antipruritic effect of thephorin is due to its 
anaesthetic action. The ointment was also proved to 
inhibit sunburn by virtue of its ability to screen out the 
wave-lengths of light responsible for the skin injury. 
H. Herxheimer 


691. ‘* Gammexane ” in Treatment of Scabies 

L. V. KoRNBLEE and F. C. Compes. Archives of Derma- 
tology and Syphilology [Arch. Derm. Syph., Chicago] 61, 
407-412, March, 1950. 2 figs., 13 refs. 


A 1%  ‘y-hexachlorocyc/ohexane gammexane’’) 
ointment in a vanishing-cream base, odourless and devoid 
of staining properties, was used effectively in the treatment 
of 100 patients suffering from scabies. An ointment half 
as strong was ineffective. The same routine was adopted 
as that employed with the use of sulphur ointment. One 
patient developed dermatitis from the use of the ointment. 

John T. Ingram 


692. Boils. An Epidemiological Survey . 

G. P. B. WHITWELL and I. SUTHERLAND. British Journal 
of Dermatology and Syphilis (Brit. J. Derm. Syph.] 62, 
109-113, March, 1950. 8 refs. 


The incidence of boils in an industrial community 
increased during the period 1943-7, with peaks in October 
or November. The site of boils (including styes and 
carbuncles) was studied in this predominantly male 
community during 1946 and 1947. The commonest 
sites were the face, head, and neck, followed by the 
forearms and wrists. Gluteal boils accounted for less 
than 1°%. Whereas 26% of boils in men were on the neck, 
only 4°, in women were on that site. Most of them were 
in the lower occipital region, well above the collar 
line. It is suggested that staphylococcal contamination 
of the skin depends on spread from the nose by the 
fingers. E. Lipman Cohen 


693. Phagedenic and Gangrenous Ulceration of the Skin 

Complicating Ulcerative Colitis (Phagedena Geometricum) 

B. RusseLt. British Journal of Dermatology and Syphilis 

aa J. Derm. Syph.] 62, 114-124, March, 1950. 1 fig., 
5 refs. 


The following case histories are given: (1) A woman, 
aged 25, had bloody diarrhoea and a papular rash on the 
trunk and lower limbs. Pustules appeared; some 
ulcerated, spread, and became confluent. There was 
intermittent fever. After 3 weeks of injections of crude 
liver the diarrhoea and skin condition improved, but 
purulent ulcers remained on the thighs and back. After 


a blood transfusion there was further marked improve- 
ment. She became pregnant. Her ankles swelled and 
the ulcers spread. A year later one ulcer remained over 
the left medial malleolus. She was treated with support- 
ing dressing, administration of iron and vitamin B, and 
crude liver extract injections, with slow improvement. 
(2) A woman, aged 29, had had recurrent bloody 
diarrhoea for 8 years. Treatment with sulphathiazole 
was followed by an eruption of nodules, and later of 
papulo-pustules, on the legs. Pyodermatous ulceration 
became widespread on the trunk and limbs. The skin 
healed rapidly, leaving irregular scars, after a blood 
transfusion had been given and penicillin, ‘* sulpha- 
suxidine ’’, and crude liver extract administered. Ten 
days later there was a relapse in which both bowel and 
skin were involved. The lesions healed again but a 
patchy alopecia with pityriasis capitis developed. (3) An 
over-anxious widow, aged 30, had an ileostomy after 
having suffered from diarrhoea for 3 years. A year later 
she had tonsillitis, boils on the face and limbs, and red, 
swollen, painful lesions on the limbs. This was followed 
by a widespread, polymorphic, erythemato-papular 
eruption. A few pustules appeared, mostly on an 
erythematous base. They dried to form black scabs. 
She was treated successfully with high fluid intake and 
administration of iron, vitamins A, B, and C, and crude 
liver extract. (4) A man, aged 54, had 4 ischiorectal 
abscesses in7 years. After the last was drained there was 
a profuse rectal haemorrhage necessitating transfusion 
and a colostomy. He improved but suffered from 
buccal ulceration. The colostomy was closed 2 years 
later but broke down periodically. Red patches and 
ulcers appeared recurrently on the legs after 3 years. 
Later there was ulceration of the tongue. Throughout 
there was mild diarrhoea. He was treated successfully 
with vitamin supplements and iron. 

Three of these patients had hypochromic anaemia. A 
suitable name for this condition of the skin is “* phage- 
dena geometricum cacheticorum’’. Lowered skin 
resistance from chronic systemic disease is an important 
factor. The primary skin lesions probably arise from 
generalized malnutrition with avitaminosis and hypo- 
proteinaemia. This type of ulceration is precipitated by 
dehydration which causes a depression of tissue reaction 
to infection. There is no evidence that anaerobic 
organisms play a part in producing the phagedena. 

L. Lipman Cohen 


694. The Serum Proteins in Diseases of Connective 
Tissue. An Electrophoretic Study 

S. A. WALKER and E. P. Benpitr. Journal of Investiga- 
tive Dermatology {[J. invest. Derm.] 14, 113-120, Feb., 
1950. 5 figs., 17 refs. 


The protein content of serum from 14 patients with 
lupus erythematosus, 14 with scleroderma, 5 with 
dermatomyositis, 4 with rheumatic fever, and 14 normal 
individuals was analysed by the Tiselius method of 
electrophoresis. In subacute and acute disseminated 
lupus erythematosus, in diffuse scleroderma, and in 
rheumatic fever there was a decrease in the serum albumin 
level and an increase in that of y globulin. In dermato- 
myositis there was no significant increase in y-globulin 
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level, but there was a decrease in the albumin 
and total protein levels. In chronic discoid lupus 
erythematosus and in circumscribed scleroderma, changes 
similar to those in the disseminated forms were found, 
differing only in degree. 

A rise in the y-globulin content of the serum suggests 
increased antibody formation: these findings thus seem 
to indicate that lupus erythematosus, scleroderma, and 
rheumatic fever are associated with antigen-antibody 
reactions, while dermatomyositis is not. 

James Marshall 


695. The Senear-Usher Syndrome. 
Usher-Syndrom) 

R. Ricuter. Archiv fiir Dermatologie und Syphilis 
[Arch. Derm. Syph., Wien] 188, 724-775, March, 1950. 
16 figs., bibliography. 


A very full review is given of the Senear—Usher 
syndrome, with the addition of 2 new cases. The 
principal lesion consists of a red scaly eruption of the 
face, usually in butterfly distribution with follicular 
plugging. Severe seborrhoeic dermatitis of the scalp or 
face may also be present, and the trunk shows blisters 
which rupture, leaving raw areas which may subsequently 
crust. The condition is chronic, but on the whole 
benign. It is undecided whether it is related to the 
erythematoses or pemphigus vulgaris, or whether it 
should be in a class of its own. Both of the author’s 
patients died and the post-mortem findings are presented. 
He believes that this syndrome falls within the large 
group of diseases characterized by allergic—hyperergic 
reactions to which, for example, the rheumatic diseases 
belong. Terminally, anergy develops which enabled in 
one case sepsis, and in the other miliary tuberculosis to 
supervene. There is great similarity to, but not complete 
identity with, the erythematoses, the condition differing 
from the acute disseminated erythematoses by its 
generally more benign course, the absence of kidney 
lesions, and, histologically, by only minimal damage to 
the argentophil fibres in the subepithelial zone. The 
elastic fibres, however, are severely damaged in both 
conditions. No treatment has been found to be of use. 

G. W. Csonka 


(Das Senear- 


696. Aetiology and Pathogenesis of Rosacea. [In 
English] 

P. Sosye. Acta Dermato-Venereologica [Acta derm.- 
venereol., Stockh.] 30, 137-158, 1950. 3 figs., 40 refs. 


An investigation of 128 patients (99 women and 
29 men) with rosacea was carried out in Denmark. 
The onset in women occurred most commonly in the 
fourth and fifth decades and in men almost equally 
commonly in each age period from 20 to 70. The 
author came to the conclusion that digestive disease, 
over-indulgence in tea, coffee, tobacco, alcohol, and 
spiced food, pelvic disorders, seborrhoea, and focal 
infection were no more common in rosaceous patients 
than in a control group. He considered that psychic 
factors played no great part in his series though inferiority 
complexes resulted from the skin condition. The 
cause of rosacea he believes to be the prolonged influence 


of climatic factors on the skin of the face, with injury 
to the vessels and oedema where the facial muscles move 
little or not at all. He claims that treatment by massage 
is beneficial. The indications for, and the methods and 
results of, this form of therapy will be published later, 
S. T. Anning 


697. Dermographic Prurigo. A Syndrome with Con- 
stitutional, Psychic and Mechanical Aetiology. [In 
English] 

P. V. MARCuUSSEN. Acta Dermato-Venereologica {Acta 
derm.-venereol., Stockh.| 30, 95-113, 1950. 7 figs., 
bibliography. 


The author describes a type of prurigo which tends 
to become localized to areas of skin particularly exposed 
to friction from tight garments and which is associated 
with urticarial dermatographism. In a series of 11,000 
patients with skin disease he found this dermographic 
prurigo in 45, and it is this group that forms the material 
for his investigation of the syndrome. It is four times as 
common in females, and most patients are between the 
ages of 20 and 49 years. In 30 patients the pruriginous 
changes appeared on several friction sites, in the 
remainder on only one. Such sites were areas of skin 
exposed to friction from buckles, hooks, buttons, elastic 
bands, straps, tight sleeves, or over bony prominences, 
Prurigo papules were observed, with lichenification and 
pigmentation in some patients and urticarial wheals in 
many. Local and general itching was present. Patch 
tests, carried out with the clothing or objects suspected of 
being the cause of the friction, gave negative results. 
Some psychic disturbance was present in 35 of the 45 
patients, who included 6 with severe mental disorder. 
Treatment with antihistamine drugs, sedatives, and 
elementary psychotherapy was helpful and the condition 
cleared in some with the removal of the cause of the 
mental conflict. S. T. Anning 


698. Effect of Adenylic Acid Therapy Upon Pruritus 
Due to Hodgkin’s and Other Diseases 

A. Rortino.: Cancer [Cancer] 3, 272-278, March, 
1950. 2 figs., 16 refs. 


In treating Hodgkin’s disease with adenylic acid the 
author noticed that there was marked relief of itching. 
He then treated 36 patients suffering ffom itching due to 
other causes; in the great majority relief of itching 
occurred when the drug was administered by mouth or 
by intravenous injection. John T. Ingram 


699. Experimental Experiences with Biotin in Babies. 
{In English] 

J. Svescar and J. HomoiKa. Annales Paediatrici [Ann. 
paediatr., Basel] 174, 175-193, March, 1950. 9 refs. 


At the First Children’s Clinic, Prague, the levels of 
biotin in the blood and urine of normal children were 
first estimated by a biological method. The average 
was 0-04 ug. per 100 ml. in the blood and 1-5 pg. per 
100 ml. in the urine. In the milk of mothers breast-feed- 
ing normal children 1-8 yg. per 100 ml. was found. 
This is lower than the normal value in other countries. 
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In children with erythrodermia desquamativa who were 
entirely breast-fed similar levels were estimated. They 
were 56°, lower than in normal children. In 7 cases 
where the levels were controlled during biotin therapy a 
continuous rise in level took place during the treatment. 
Biotin therapy was followed by a rapid improvement and 
sometimes by complete cure. In 5 artificially fed children 
with erythrodermia desquamativa Leiner, blood biotin 
levels were normal and urine levels were high. Biotin 
therapy was also successful in these cases, but more was 
required to be given over longer periods. General 
disease was also present in all these cases. 

Biotin levels in blood and urine were estimated in 
11 cases of other forms of dermatitis. In cases with 
low levels in the blood the disease, if seborrhoeic, 
improved on administration of biotin or feeding with 
cow’s milk. 

The authors conclude that erythrodermia desquamativa 
Leiner in breast-fed children is caused by the lack of 
biotin in the milk of the nursing mothers and may be 
aggravated by secondary infection. In artificially fed 
babies lack of biotin is caused by general toxic-infective 
influences which increase the need for the substance and 
inhibit its utilization by the body tissues. 

H. S. Laird 


700. Treatment of Psoriasis with Enterococcal Vaccine. 
(Contribucion a la terapeutica del psoriasis con vacuna 
enterococica) 

L. pe AzuA Docuao, R. Urioste, and J. V. VIDAL. 
Actas Dermo-sifiliograficas [Actas dermo-sif.] 41, 297- 
325, Jan., 1950. 


Details are given of the results obtained in 68 cases of 
psoriasis treated with an enterococcal vaccine. The 
preparation of the vaccine is described; material from 
normal subjects was used. The results were not spec- 
tacular, but the authors claim that a relationship between 
the organism and psoriasis has been established. 

James Marshall 


701. Treatment of Psoriasis with Enterococcal Vaccine 
by Dochao’s Method. (El tratamiento del psoriasis con 
la vacuna enterococica (metodo del Profesor Azua 
Dochao) ) 

X. VILANOVA and L. ALVARADO. Actas Dermo-sifilio- 
graficas [Actas dermo-sif.| 41, 326-337, Jan., 1950. 8 
figs. 

The results of treatment with enterococcal vaccine in 
10 cases of psoriasis were equivocal, but the authors 
believe that this method may be of value as an adjunct 
to other forms of treatment. James Marshall 


702. The Proteins in Pemphigus Vulgaris. I. Electro- 
phoretic Analysis of the Proteins in the Blood Serum of 
Patients with Pemphigus Vulgaris 

W. F. Lever. Journal of Investigative Dermatology 
v. invest. Derm.] 14, 205-217, March, 1950. 4 figs., 
8 refs. 


That pemphigus vulgaris is accompanied by hypo- 
proteinaemia and by a lowering of the albumin—globulin 
tatio in the blood serum has been known for some time. 


In this investigation 8 patients with pemphigus vulgaris 
acutus and 7 with pemphigus vulgaris chronicus were 
studied, the serum protein being analysed by electro- 
phoresis and the results compared with those of Howe’s 
chemical method of albumin determination. 

Electrophoretic analysis of the blood serum of patients 
in the advanced stages of pemphigus acutus revealed a 
close correlation between the size of the albumin fraction 
and the clinical condition of the patient. The albumin 
fraction decreased as the extent of the denuded areas 
increased and the general condition of the patient 
deteriorated. In several patients the amount of albumin 
per 100 ml. of blood serum was reduced to less than one- 
fourth of the normal value. At the same time the values 
of the «-1 and «-2 globulins were greatly increased. 

In chronic pemphigus the serum albumin level was only 
slightly reduced or was normal throughout the course of 
the disease. 

This marked reduction in the amount of serum albumin 
in patients with acute pemphigus has not previously been 
demonstrated. This is due to the fact that with the Howe 
method usually employed the reduction in albumin is not 
fully apparent as most of the «-globulin is not precipitated 
and is estimated with the albumin. Thus in acute pem- 
phigus the «-globulin is greatly increased, and this masks 
the decrease of albumin when the Howe method is 
employed. Moreover, it appears that an_ inverse 
albumin-globulin ratio observed by the Howe method in 
patients with pemphigus is due to an increase of the 
y-globulin fraction rather than to a decrease of albumin, 
whereas, in fact, the decrease in the albumin is largely 
offset by an increase of the «-globulin in the Howe 
albumin fraction. The y-globulins are often not greatly 
increased. 

The low serum albumin level in patients with acute 
pemphigus is caused largely by loss of albumin through 
the denuded skin surfaces, but the latter is not lost 
selectively [see Abstract 703]. All protein fractions are 
lost, but the globulins are regenerated in adequate 
amounts. Regeneration of albumin is a relatively slower 
process, even with normal liver function. 

The marked reduction of serum albumin is thought 
to be a major factor causing death in some patients 
with acute pemphigus. High-protein feeding with 
hydrolysates fails to produce an appreciable rise in the 
serum albumin level.’ Consequently, infusions with low- 
salt human albumin are being used and the results will be 
reported later. S. T. Anning 


703. The Proteins in Pemphigus Vulgaris. II. Electro- 


.phoretic Analysis of the Proteins in the Blister Fluid of 


Patients with Pemphigus Vulgaris 

W. F. Lever. Journal of Investigative Dermatology 
[J. invest. Derm.] 14, 219-226, March, 1950. 4 figs., 
11 refs. 


In 4 of the patients with pemphigus vulgaris acutus 
and in 4 with pemphigus vulgaris chronicus whose serum 
was investigated previously (see Abstract 702), electro- 
phoretic analyses of the blister fluid were carried out. 

The value for total protein obtained from the blister 
fluid of patients with acute pemphigus was, on the 
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average, 77% of the concentration in the corresponding 
blood serum, and in patients with chronic pemphigus 
about 75%. The relative amounts of the various 
proteins were very similar in both blister fluid and blood 
serum, suggesting that the blister fluid in patients with 
pemphigus vulgaris consists essentially of blood plasma 
diluted with interstitial fluid, which contains only small 
amounts of protein. In spite of the close correlation 
between the electrophoretic patterns of blood serum and 
blister fluid, the levels of albumin and of f-2 globulin 
were usually slightly higher, and that of f-1 globulin 
slightly lower in the blister fluid than in the corresponding 
serum. This may be due to variations in molecular size 
and ease of migration through the capillary wall. 
S. T. Anning 


704. An Investigation of the Effects of Parenteral and 
Topical Administration of Steroids on the Elastic 
Properties of Senile Skin 

M. Cuierri. Journal of Gerontology [J. Gerontol.] 5, 
17-22, Jan., 1950. 6 figs. 


The “elastometer’’ of Schade records the rate of 
return to normal contour of skin subjected to a standard 
pressure for a standard time. Using this apparatus, the 
author studied the effect of the local and systemic 
administration of sex hormones on the elasticity of the 
skin of elderly [age not specified] ambulant inmates of 
hospitals in St. Louis, Missouri. A group of 13 women 
received oestradiol benzoate in I-mg. doses, and 13 men 
testosterone propionate in 25-mg. doses parenterally, 
while a further 13 women were anointed with oestradiol 
benzoate in oil [nature not stated] (1 mg. in 1 ml.) and 
13 men with testosterone propionate in oil (25 mg. in 
1 ml.), control observations being made on similar areas 
of skin anointed with oil alone. Treatment was carried 
out 3 times a week for 2 months and the mean elasticity 
curves obtained before and after treatment were 
compared. 

Parenteral oestrogen administration was ineffective in 
the women and both topical and parenteral androgen 
administration ineffective in the men, but the author 
claims that the topical application of oestrogen improved 
the elasticity of the skin of the elderly women. [When, 
however, the curves obtained from the treated areas are 
compared with those from the control areas, this 
** improvement” also is seen to be of doubtful signifi- 
cance.] P. D. Bedford 


705. Circinate Telangiectatic Purpura. (Le purpura 
télangiectasique arciforme) 

A. TouRAINe. Annales de Dermatologie et de Syphili- 
graphie [Ann. Derm. Syph., Paris| 10, 5-17, Jan—Feb., 
1950. 9 figs., 22 refs. 


The author proposes the name of “ circinate telangiec- 
tatic purpura’’, which incorporates the three main 
characteristics, for a hitherto undescribed condition 
analogous to Majocchi’s purpura. In 20 cases of which 
sufficient details were available there were 11 men and 
9 women, and young adults were most commonly 
affected. The lesions are few in number (usually one 
or two), unlike Majocchi’s disease; and \the site of 


election is on the lower limbs. Lesions have occurred 
on the forearm, flanks, and cheeks. Multiple lesions are 
bilateral. 

The disease begins without symptoms and is noticed 
by chance so that very early lesions are seldom presented. 
The early lesion is oval or circular and 3 to 10 cm. in 
diameter. The narrow border consists of fine telangiec- 
tases, disappearing on vitropression, and small brick-red 
points like those seen in Schamberg’s disease. Some 
of these points disappear on pressure, but some are 
purpuric. The central zone is yellowish-brown and 
shows few or no telangiectases or points; the hair has 
usually disappeared and the follicular ostria are difficult 
tosee. As the lesion enlarges the two zones become more 
distinct, and the outline becomes petaloid and finally 
circinate as new arcs extend out from the original border, 
Old lesions may reach 20 cm. in diameter, with active 
edges and centres which may be quiescent, retaining the 
yellowish colour, or may sometimes become active again, 
being brownish-red and showing telangiectases. The 
epithelium usually remains normal, but parakeratosis and 
scaling may occur. The evolution of the disease is 
measured in years and only one case of complete dis- 
appearance is noted. Biopsy findings are similar to those 
in Majocchi’s and Schamberg’s diseases. An infective 
agent of attenuated virulence is suggested as the possible 
cause. James Marshall 


706. Multiple Primary Carcinomata of the Skin with 
Co-existing Tertiary Syphilis. (Ober primar multiple 
Hautcarcinome bei gleichzeitiger tertiarer Lues) 

C. M. HASSELMANN and H. O. JoHNe. Archiv fiir Derma- 
tologie und Syphilis (Arch. Derm. Syph., Wien] 188, 
693-707, 1950. 4 figs., bibliography. 


A 74-year-old woman suffering from multiple primary 
carcinomata of the face is described. The co-existing 
tertiary syphilis and senile keratosis appeared to be 
aetiological factors. Previous inadequate treatment for 
the syphilis is regarded as possibly contributing to this 
outcome, and penicillin is considered to be the drug of 
choice in all cases of syphilis. G. W. Csonka 


707. Use of para-Aminobenzoic Acid in Dermatomyositis 
and Scleroderma. Report of Six Cases 

C. J. D. ZARAFONETIS, A. C. Curtis, and A. E. GULICK. 
Archives of Internal Medicine {Arch. intern. Med.] 85, 
27-43, Jan., 1950. 8 figs., 10 refs. 


While the authors were investigating the effects of 
para-aminobenzoic acid in the treatment of lupus erythe- 
matosus, the opportunity arose of using this substance 
in a case of dermatomyositis; since both diseases come 
into the category of ** diffuse collagen disease ’’ it was 
considered rational to treat them in the same way. The 
drug was administered as either sodium or potassium 
para-aminobenzoate, and in view of the results obtained 
it was subsequently used in treatment of another case of 
dermatomyositis and of 4 cases of scleroderma. In all 
but one of the cases striking improvement was obtained. 
The one patient who did not improve—a case of sclero- 
derma—developed sensitivity to the drug and it had to be 
discontinued. Improvement began within a few days of 
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starting administration. The initial dosage was 24 g. 
daily and this was reduced with improvement to 21 of 
15g. daily. The potassium salt appeared to be tolerated 
better than the sodium salt, nausea and vomiting being the 
main side-effects. The patient who developed sensitivity 
had a marked pyrexial reaction. It was found necessary 
to take the drug constantly to avoid relapse. All the 
patients undergoing the treatment passed reducing 
substances in the urine, the nature of which has not yet 
been ascertained. The authors emphasize that this is only 
a preliminary report and that it is not yet known whether 
the substance cures the condition or only checks it. 

{If further trials support these early findings this is a 
most valuable contribution to the management of two 
crippling and sometimes fatal diseases.] 

H. R. Vickers 


708. Ethyl Carbamate (Urethane) in the Treatment of 
Mycosis Fungoides 

B. J. KeENNeDy, I. T. NATHANSON, and J. C. Aus. 
Cancer [Cancer] 3, 66-73, Jan., 1950. 8 figs., 19 refs. 


Nine patients suffering from mycosis fungoides received 
treatment with urethane in a dose of about 4 g. daily 
for several weeks. Clinical and histological improve- 
ment lasting for from 3 to 19 months was observed in 
4 cases. Toxic symptoms—anorexia, vomiting, diar- 
rhoea, and drowsiness— were observed and renal damage 
occurred in some cases. The disease becomes refractory 
to repeated or persistent treatment. 

John T. Ingram 


709. Two Cases of Mycosis Fungoides Treated with 
Nitrogen Mustard. (Deux cas de mycosis fongoide 
traités par la moutarde azotée) 

F. FotpvAri and L. NEKAM. Annales de Dermatologie 
et de Syphiligraphie [Ann. Derm. Syph., Paris] 10, 31-43, 
Jan.—Feb., 1950. 2 figs. 


710. Cutaneous Amyloidosis. (Sur 
cutanée) 

E. Bizzozero and A. MIDANA. Annales de Dermato- 
logie et de Syphiligraphie [Ann. Derm. Syph., Paris] 10, 
18-24, Jan.—Feb., 1950. 8 figs., 11 refs. 


l’'amyloidose 


711. Angio-lupoid of Brocq and Pautrier. Report of 
Two Cases 

G. AUKLAND. British Journal of Dermatology and 
Syphilis (Brit. J. Derm. Syph.] 62, 78482, Feb., 1950. 
2 figs., 22 refs. 


712. The Mucinoses. A Classification with Histo- 
chemical Studies on the Nature of Mucin 

L. L. Patirz and M. J. BRUNNER. Journal of Investiga- 
tive Dermatology [J. invest. Derm.] 14, 159-168, March, 
1950. 3 figs., 22 refs. 


The mucinoses are characterized by the accumulation 
of mucin in the cutis. They may be classified in two main 
groups: the myxoedemas or Metabolic mucinoses, and 
the secondary or catabolic mucinoses. 

Of the metabolic mucinoses the most common is 
generalized myxoedema associated with hypothyroidism. 


The localized myxoedemas may be papular, lichenoid, 
or nodular, occurring on any part of the body and 


_ associated with hypothyroidism. They may occur with 


past or present thyrotoxicosis as bilateral, irregular, firm 
plaques, often, but not necessarily, on the pre-tibial area 
(myxoedema circumscriptum thyrotoxicum), or they 
may rarely be present as widespread papules with no signs 
of thyroid dysfunction. Localized myxoedema with 
hypothyroidism responds to thyroid medication. The 
pre-tibial type is related to pituitary hormone activity. 

Secondary or catabolic mucinoses are a group in which 
excess mucin is probably formed as a degeneration pro- 
duct of connective tissue. They are found in sarcomata, 
fibromata, and lipomata. 

It is possible that a considerable part of the mucin in 
myxoedema circumscriptum thyrotoxicum is the muco- 
polysaccharide hyaluronic acid. In 2 patients with this 
condition hyaluronidase (150 turbidity reducing units per 
ml.) was injected into the pre-tibial lesions daily for 
10 days. The lesions became softer and flatter and 
several months later areas of soft normal skin were found 
within the area of injection. S. T. Anning 


713. Hormonal Therapy of Acne Vulgaris in the Female. 
A Clinical Attempt at its Evaluation 

W. H. GOECKERMAN. Archives of Dermatology and 
Syphilology [Arch. Derm. Syph., Chicago] 61, 237-243, 
Feb., 1950. 2 refs. 


The author has believed for many years that if the 
proper hormonal preparation could be obtained, its ° 
administration would benefit patients suffering from acne 
vulgaris. He discusses his experience in the treatment of 
26 cases in female patients, and records his impression 
that administration of a combination of natural and 
synthetic oestrogens is the most satisfactory method. 
He can now “ practically promise ’’ that a satisfactory 
result will ensue in a female patient, whereas his results 
in males “‘ are about the same as they always were.” 

[This paper is an ex cathedra statement by a dermato- 
logist of international fame.] R. M. B. MacKenna 


See also Section Radiology, Abstract 522. 


714. Experimental Miliaria in Man. II. Production of 
Sweat Retention Anidrosis and Miliaria Crystallina by 
Various Kinds of Injury 

W. B. SHELLEY and P. N. HorvaAtH. Journal of Investiga- 
tive Dermatology [J. invest. Derm.] 14, 9-20, Jan., 1950. 
18 figs., 7 refs. 


Miliaria crystallina and sweat retention anidrosis were 
induced in man by minor epidermal injuries. Superficial 
injury led to local formation of sweat-retention vesicles 
and anidrosis whenever sweating occurred; injury was 
induced by maceration, adhesive tape, aluminium 
chloride, phenol, chloroform, ultraviolet light, heat, or 
cold. It appeared that non-specific epidermal injury 
produced an obstructive hyperkeratotic plugging of the 
sweat-duct orifices. On stimulation of the sweat gland, 
anidrosis, local sweat retention, and appearance of 
vesicles of miliaria crystallina type resulted. 

James Marshall 
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715. Chloramphenicol and the Venereal Diseases 
R. R. Wittcox. British Medical Journal (Brit. med. J.] 
1, 467-468, Feb. 25, 1950. 


The author, working in Southern Rhodesia with very 
limited supplies of chloramphenicol, treated 4 patients 
with early syphilis, 2 of whom were in the primary and 
2 in the secondary stage. The total dosage given ranged 
from 1-75 g. to 3 g., and the period of administration from 
3to5days. In3 patients dark-field examination became 
negative within 24 hours and in the fourth at 72 hours. 
All reached the stage of apparent clinical cure, which was 
achieved in an average time of just under 7 days. Two 
patients with gonorrhoea were also apparently cured, one 
of whom had prostatitis and an abscess of Cowper’s 
gland. The total dose in the uncomplicated case 
consisted of one capsule of 0-25 g., while the other patient 
received one capsule twice daily for 34 days. 

It is of interest that three of the syphilitic patients were 
inoculated with bubo fluid from a known case of chan- 
croid immediately before treatment with chloramphenicol 
and that they failed to develop any lesion at the site of 
inoculation. G. L. M. McElligott 


716. The Newer Antibiotics in the Therapy of the 
Venereal Diseases Other than Syphilis 

R. B. GREENBLATT, V. S. WamMock, C. H. CHEN, 
R. B. Dienst, and R. M. West. Journal of Venereal 
Disease Information [J. vener. Dis. Inform.] 31, 45-50, 
Feb., 1950. 14 refs. 


717. Laboratory Examinations for Gonococcal Infec- 
tion in the Female 

K. E. Cooper, A. MaAyr-HArRTING, and A. E. W. 
McLACHLAN. British Journal of Venereal Diseases 
(Brit. J. vener. Dis.] 26, 16-22, March, 1950. 1 fig., 
13 refs. 


Stained smears are unsatisfactory for the detection of 
gonococci in females because many positive cases are 
missed (up to 16%) and many false-positive reports 
obtained. Cultures, on the other hand, yield more true 
positive results and no false-positive ones. These facts 
are shown by the following figures: of 369 positive cases, 
smears yielded positive results in 184 (49-7%), suspicious 
results in 127 (34-4%), and negative or doubtful results in 
58 (15:7%); of 1,792 negative cases, the results were 
positive in 7 (0-4%), suspicious in 273 (15-2%), and nega- 
tive or doubtful in 1,512 (84-4%). In 352 positive cases 
cultures gave 307 (87°) positive results. These results 
are confirmed by those of other authors. 

The technique of culture is set out in detail. [For this 
the original should be consulted.] The medium consists 
of low-temperature meat extract to which are added 
proteose peptone “ No. 3”, sodium chloride, “ difco 
bacto””’ agar, and starch; this is brought to pH 7°5 and 
to it are added citrated rabbit’s blood and p-aminobenzoic 


acid. Plates are warmed before incubation and then 
placed in a closed jar in which is a lighted candle to 
produce CO,; incubation takes place at 36°C. for 
48 hours and gonococci are demonstrated by “‘ oxidase ”- 
solution and sugar-fermentation tests. When culture 
plates cannot be inoculated and incubated at once a 
transport medium is employed; this consists of 1 ml. of 
1% crystal violet, 150 ml. of glass-distilled water and 
15 mg. of p-aminobenzoic acid to which is added an 
equal quantity of citrated rabbit’s blood. One ml. of this 
is placed in the bottom of a narrow test-tube and the 
impregnated swab on a wooden applicator pushed down 
into the fluid before the latter is sent to the laboratory; 
1 in 5,000 thallium acetate may be substituted for the 
crystal violet. 

The authors discuss the gonococcal complement- 
fixation test and consider that since the introduction of 
penicillin into the treatment of gonorrhoea it has become 
almost useless for diagnostic purposes, the percentage of 
positive results having fallen from 36 in 1936 to 9 in 1945, 
[This is in agreement with the experience of others, but 
few have ever used the test for the diagnosis of acute 
gonorrhoea; rather it has been used for tests of cure and 
in cases of suspected complications of gonorrhoea, such 
as epididymitis and arthritis. It seems very remarkable 
that 36% of positive complement-fixation tests on routine 
sera were obtained.] T. E. Osmond 


SYPHILIS 


718. Studies on Treponemal Immobilizing Antibodies in 
Syphilis. II. Incidence in Serum and Cerebrospinal 
Fluid in Human Beings and Absence in “ Biologic False 
Positive ’’ Reactors 

R. A. NELSON, H. E. C. ZHEUTLIN, J. A. DIESENDRUCK, 
and P. G. M. AusTIN. American Journal of Syphilis, 
Gonorrhea and Venereal Diseases [Amer. J. Syph.] 34, 
101-121, March, 1950. 5 refs. 


Examinations for the presence of treponemal immo- 
bilizing activity were made on the sera of 81 normal 
persons, of 87 patients with diseases other than syphilis, 
and of 196 patients in various stages of syphilis. 

No activity was detected in the serum of normal persons 
or in cases of non-syphilitic diseases, with the exception of 
yaws. Of the sera of cases of primary syphilis 23 showed 
activity, 4 doubtful activity, and 3 no activity. In cases 
of secondary syphilis and in representative groups of 
cases in the later stages some degree, usually well-marked, 
of activity was invariably found. The patients com- 
prised 31 cases of secondary syphilis, 50 of latent syphilis, 
18 of asymptomatic neufosyphilis, and 51 of sympto- 
matic syphilis. 

Strong immobilizing activity was shown by the spinal 
fluid in all 33 cases of neurosyphilis, but no activity was 
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found in the spinal fluid of any of 25 cases of non- 
syphilitic diseases. 

The immobilizing activity of the serum in cases of late 
syphilis giving negative serological reactions is of much 
interest, and 7 such cases were investigated. All gave a 
strong immobilizing reaction. 

After adequate study [case histories are ‘given in 
detail] 12 patients were selected as giving biological 
false-positive serum reactions, but in no case could 
any immobilizing activity be detected in the serum. 

The authors state that preliminary study of the effect 
of treatment on the serum of individual patients indicates 
that in early syphilis there is a decline of immobilizing 
activity within 6 to 12 months after penicillin therapy, but 
in cases of late syphilis, within the same period, no 
decrease was detected. V. E. Lloyd 


719. A Study of Syphilis and Sexual Habits in Greenland 
P. V. MARCUSSEN and J. RENDAL. American Journal of 
Syphilis, Gonorrhea and Venereal Diseases [Amer. J. 
Syph.] 34, 144-152, March, 1950. 3 figs., 19 refs. 


The rarity of syphilis among the inhabitants of Green- 
land renders an epidemiological study of a recent outbreak 
of great interest. 

In 1947 syphilis was introduced, by a man with early 
infectious syphilis, into an isolated community of 
103 adults (60 women, 43 men) which had been free from 
syphilis for many years. On recognition of the spread of 
infection the settlement was completely isolated by the 
prohibition of all external traffic. All persons over 
12 years of age were clinically and serologically examined 
each week until 9 weeks after the last infected person had 
been segregated. 

The originator of the epidemic had had intercourse, 
over a period of 5 months, with 7 women, of whom 4 
became infected. These 4 women had intercourse with 
14 other men, of whom only one became infected; he in 
turn had intercourse with 3 women, none of whom 
developed syphilis. 

After rigid quarantine of the settlement two methods 
of case finding were used: mass blood-testing and contact 
tracing. The mass blood-testing gave no result that had 
not already been achieved by contact tracing. Incontrast 
to earlier reports, no particular immunity among 
Greenland people was found. V. E. Lloyd 


720. Penicillin and Fever Therapy in Early Syphilis. 
A Report of 161 Patients Treated with 2-4 Million Units of 
Penicillin and Physically Induced Fever 

F. Plorke, G. X. SCHWEMLEIN, R. M. Craic, and J. 
RODRIQUEZ. American Journal of Syphilis, Gonorrhea 
and Venereal Diseases [Amer. J. Syph.] 34, 161-166, 
March, 1950. 2 figs., 6 refs. 


A group of 148 cases of early syphilis was treated with 
2,400,000 units of penicillin in 74 days and three 3-hour 
sessions of artificial fever at 106° F. (41-1° C.) on alternate 
days during that period. The cumulative failure rate 
at 12 to 15 and at 24 to 27 months is reported. The 
results in the group of 95 cases of secondary syphilis thus 
treated are compared with those in 266 cases treated with 
asimilar course of penicillin alone. The difference in the 


results of the two schedules suggests that the addition of 
fever therapy increases the effectiveness of penicillin. 
V. E. Lloyd 


721. Fatal Reactions to Arsenicals. [In English] 
V. PirtLA. Annales Medicainae Internae Fenniae [Ann. 
Med. intern. fenn.] 38, 177-187, 1949. 1 fig., 12 refs. 


In a series of 385 cases treated over a period of 25 years 
at the Dermato-venereological Clinic of Helsinki 
University, one or more complications followed arsenical 
therapy. The complications are probably representative 
of the severe reactions seen during these years in Finland. 
There were 11 deaths, 8 occurring in females and 3 in 
males. Ten of these 11 had never received more than 
10 injections—usually of neoarsphenamine—each; one 
had received “‘ solusalvarsan”’. All those who died had 
had dermatitis; 4 also had liver damage; one had had an 
encephalopathy in addition to the other two features 
mentioned. Some of the patients examined had had a 
temporary eosinophilia. 

The author describes the case of a woman who died in 
1926 after neoarsphenamine injections. The patient had 
had what appears to have been a “ low-colour-index 
anaemia’’ and icterus. At necropsy a severe toxic 
hepatitis, fatty degeneration of the heart, a_ toxic 
nephrosis, hyperplasia of the spleen, and a haematoma 
of theerenal pelvis were found. The author points out 
the changes which have taken place in the views on 
aetiology and pathology during the 25-year period under 
review, especially insofar as the liver is concerned. 
[Hence the difficulty of assessing the value of some of 
the opinions given of the state of that organ in the cases 
analysed.] I. H. Milner 


722. Neurosyphilis: Comparative Treatment with Peni- 
cillin Alone and Penicillin Plus Malaria 

W. F. SprLcer and J. Stewart. Journal of Investigative 
Dermatology [J. invest. Derm.] 14, 121-131, Feb., 1950. 


A series of 170 patients with various types of neuro- 
syphilis were treated with penicillin alone or with 
penicillin plus malaria. Observation extended over 
periods ranging from 6 months to 4 years or more. In 
all types the cerebrospinal-fluid response and the 
symptomatic response were broadly the same with both 
forms of treatment. James Marshall 


723. Tryparsamide and Bismuth Subsalicylate in the 
Treatment of Experimental Syphilis of Rabbits. Syner- 
gistic or Additive Activity 

J. A. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 61, 271-275, Feb., 1950. 
8 refs. 


724. Filter Paper Microscopic Test for Syphilis, or the 
FPM Test. A Preliminary Report 

R. B. HoGAN and S. Buscu. Journal of Venereal Disease 
Information [J. vener. Dis. Inform.] 31, 37-45, Feb., 1950. 


725. A Comparison of the Wassermann and Kahn 
Reactions 

T. E. OsMonb. British Medical Journal (Brit. med. J.) 1, 
524, March 4, 1950. 2 refs. 
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Genito-urinary Disorders 


726. The Effect of Smoking on Renal Function. 
(Dohanyzas hatasa a vesemiikédeésre) 

M. Foxpi and I. Zsotpos. Orvosi Hetilap [Orv. Hetil.] 
91, 131-134, Jan. 29, 1950. 17 refs. 


The authors confirmed the findings of Burn and others 
that the smoking and inhalation of 2 to 3 cigarettes in 
succession has a marked antidiuretic effect; this is 
attributed to stimulation of production of antidiuretic 
hormone in the posterior pituitary by the nicotine; the 
authors have also attempted to ascertain the effect of 
smoking on renal function. They carried out creatinine 
clearance, para-aminohippurate (PAH) clearance, and 
water absorption tests 15 to 20 minutes after smoking 
2 to 3 cigarettes, and found that the glomerular filtration 
rate was reduced by 20 to 30% and PAH clearance by 
35 to 50%, while water absorption was increased by 8 to 
18%, in both smokers and non-smokers. The authors 
believe that nicotine stimulates production of adrenaline, 
and that the effect of smoking on the kidneys is due to 
the combined action of antidiuretic hormorte and 
adrenaline acting independently, for antidiuresis persists 
long after the renal blood flow, as shown by PAH 
clearance, has returned to normal. 

Dushanka Wolstenholme 


727. Plasma Amino Acids and Ether-soluble Phenols in 
Uremia 

E. G. Scumipt, N. F. McELvain, and J. J. Bowen. 
American Journal of Clinical Pathology [Amer. J. clin. 
Path.) 20, 253-261, March, 1950. 17 refs. 


728. Renal Hyperemia Induced in Man by a New 
Phthalazine Derivative 

F.C. Reust. Proceedings of the Society for Experimental 
Biology |Proc. Soc. exp. Biol., N.Y.| 3, 102-103, Jan., 
1950. 1 fig. 


According to the author, the only substance pre- 
viously reported to increase significantly the renal blood 
flow in man was pyrogen, but this is not suitable for 
therapeutic purposes. A compound called hydrazino- 
phthalazine hydrochloride (“* 5968 ’’) was found to induce 
renal hyperaemia in nearly every subject. A similar 
effect has been demonstrated in cats by thermostromuhr 
measurements. The increase in renal plasma flow in man 
varied from 16 to68%. The glomerular filtration rate was 
not consistently affected. Ten mg. of the substance was 
injected subcutaneously and the effect lasted for one to 
two hours. S. Oram 


729. A Clinical and Pathological Study of Renal 
Disease. II. Diseases other than Nephritis 

R. Piatt and J. DAvson. Quarterly Journal of Medicine 
(Quart. J. Med.] 19, 33-56, Jan., 1950. 14 figs., 25 refs. 


The authors describe the clinical and pathological study 
of 126 cases of the following renal diseases collected over 


an I1-year period: pyelonephritis, benign and malignant 
hypertension, hydronephrosis, diabetic glomerulo- 
sclerosis, hypoplastic kidney, renal tuberculosis, and the 
kidney of dehydration, pregnancy, amyloid disease, 
multiple myelomatosis, and disseminated lupus erythe- 
matosus, together with phaeochromocytoma and a few 
unclassified diseases. Polycystic kidney and _ kidney 
affections associated with subacute bacterial endocarditis, 
hypercalcaemia, and enlarged prostate are not included. 
From their study the authors believe that in the majority 
of the above diseases accurate diagnosis can be arrived at 
on clinical grounds, and in nearly all cases by careful 
collaboration between the clinician and the pathologist. 
They state that cases falling into the above categories 
have hitherto been incorrectly labelled either as cases 
of type-1 or type-2 nephritis or of chronic interstitial 
nephritis or malignant hypertension. This error is 
mostly due to ignorance of the pathology of kidney 
diseases. To avoid meaningless and undesirable terms 
like chronic interstitial nephritis, the authors plead that 
cases of renal failure seen in the terminal stages and show- 
ing the uraemic syndrome and hypertension should be 
labelled as cases of “* renal failure with hypertension ”’; 
investigation of such cases only assists judgment of 
the severity of the failure, very rarely the diagnosis of its 
cause. S. Karani 


730. Acute Necrosis of the Renal Papillae in Pyelo- 
nephritis; Particularly in Diabetics. [In English] 

V. Gaustap and J. HerTzBerRG. Acta Medica Scandi- 
navica [Acta med scand.| 136, 331-342, 1950. 8 figs., 
12 refs. 


In 6 elderly patients one or both kidneys showed the 
changes of pyelonephritis and necrosis of 3 or more 
papillae. Diabetes was a complication in 5 cases and the 
kidneys contained stones in 3 cases. Proteus vulgaris 
was grown from the urine in 3 cases and Bacterium coli 
in 2 cases. Arteriosclerosis was present in 5 cases. In 
all but one the demarcation zone of the necrotic areas in 
the kidneys showed plasma cells and scanty polymorpho- 
nuclear leucocytes. The papillae had apparently been 
discharged in one case and a cavity had formed. Small 
abscesses were found in the renal tissue. Thrombi were 
present in the veins in several cases and intercapillary 
glomerulosclerosis was present in two. Necrosis of the 
renal papillae and, of course, any urinary infection in 
diabetics is a very serious condition; if its presence is 
suspected, nephrectomy is indicated. E. Neumark 


731. Tuberculosis of the Kidneys (Niertuberculose) 
C. P. H. Trenstra. Nederlandsch Tijdschrift voor 
Geneesk.] 93, 3033-3048, Aug. 27, 1949. 1 fig., 2 refs. 


The author found among 848 patients with osseous 
tuberculosis, 122 with tubercle bacilli in the urine, the only 
other sign being the presence of a few leucocytes in the 
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sediment. The incidence of tuberculosis of the kidneys in 
these 848 patients was 29-2%; with thoraco-lumbar 
spondylitis or lumbar spondylitis the incidence was 59%, 
possibly an indication of lymphatic spread of the disease. 
It is necessary that the urine be examined periodically in 
such cases by culture and a guinea-pig test. If the 
intravenous pyelogram is normal but the bladder urine 
contains tubercle bacilli, conservative treatment is 
indicated. Streptomycin therapy may give good results, 
possibly combined with sulphonamides. If the intra- 
venous pyelogram is abnormal, cystoscopy with 
retrograde pyelography and culture specimens of urine 
from each kidney are indicated, often followed by surgical 
treatment. H. Vos (Excerpta Medica) 


732. Renal Lesions Associated with Chronic Ulcerative 
Colitis 

E. J. Jensen, A. H. BAGGENSTOss, and J. A. BARGEN. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 219, 281-290, March, 1950. 4 figs., 10 refs. 


This study was based on culture of urine, renal function 
testing (urea clearance), and examination of material 
from 60 consecutive cases of chronic ulcerative colitis in 
which necropsy was performed. Two groups of controls 
were used for the last-named examination: (1) kidneys 
from 60 patients who died from brain tumours, polio- 
myelitis, and accidental causes, and (2) kidneys from 
35 patients who died from peritonitis secondary to gastro- 
intestinal disorders other than any type of colitis or 
enteritis. ‘The second group was included because 31 of 
the 60 cases of ulcerative colitis coming to necropsy had a 
varying degree of peritonitis. 

Of the 16 unselected cases in which urea clearance was 
estimated, 3 showed a definite and 6 a doubtful impair- 
ment of renal function. Of the 60 cases of chronic 
ulcerative colitis 70°, showed proliferation of the 
glomerular endothelium. Of 35 controls with peritonitis 

",, showed some endothelial proliferation. 

Glomerular lesions were present in all the severe cases. 
There was no correlation between these lesions and the 
amount of albumin passed ante mortem in the urine, or 
in the blood urea level. Degeneration and necrosis of the 
tubules was present in 14 of the cases of chronic ulcerative 
colitis, and to about the same extent in the controls with 
peritonitis. Vacuoles were seen in the tubular epithelium 
in 5 of the cases: in 4 of these terminal anuria and 
oliguria had developed. Pyelonephritis was present in 
4 cases, and urinary cultures were positive in 17 out of 
36 cases. W. H. Horner Andrews 


733. Diffuse Chronic Glomerulonephritis with Pre- 
dominance of Nephrotic Lesions. (Intracapillary Form). 
(Die diffuse, chronische Glomerulonephritis mit Vor- 
herrschen des nephrotischen Einschlages (intrakapillare 
Form)) 

H. U. ZoOLLINGER. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 80, 300-303, March 25, 
1950. 4 figs., 18 refs. 


Clinical and histological observations on 12 cases of 
nephritis are reported. They were characterized by 
proteinuria—the outstanding sign—and oedema, while 


hypertension was noticed much later in the course of the 
disease and renal failure became evident at an even later 
stage. The predominance of capillary lesions seems to 
explain the predominance of proteinuria which, the author 
argues, may be due to three causes: (1) presence in the 
blood of pathological proteins of low molecular weight 
(less than 68,000) in the course of a primary metabolic 
disorder, as in pyrexia, lipoid nephrosis in its early stages, 
or experimental egg-white administration; (2) infiltra- 
tion of glomeruli with proteins rendering them permeable 
for normal plasma proteins (as in amyloid and chronic 
lipoid nephrosis); (3) chronic capillaritis, plasma 
proteins being no longer held back by the damaged 
capillary wall. These hypotheses, however, cannot 
explain the presence of oedema, hypercholesterolaemia, 
or hypoproteinaemia. In the author’s opinion, the old 
theory that persistent loss of proteins through proteinuria 
causes a metabolic disorder which in turn causes the 
oedema offers an acceptable explanation. The metabolic 
disorders in nutritional hypoproteinaemia are analogous. 
The conspicuously late appearance of hypertension (and 
renal failure) seems to be accounted for by the absence of 
crescents. This, it is maintained, is accounted for by an 
attenuated antigen-antibody reaction,which would cause 
a mild form of capillary-capsular lesion, and at the same 
time explains the prolonged course seen in this type of 
renal lesion. L. H. Worth 


734. Sustained Anuria in Lower Nephron Nephrosis: 
Report of Two Cases Treated Conservatively with Recovery 
N. O. Fowxer and W. E. Hunt. Annals of Internal 
Medicine {Ann. intern. Med.) 32, 477-488, March, 1950. 
32 refs. 


Conservative treatment was successful in 2 patients 
suffering from lower nephron nephrosis and sustained 
anuria. Recovery occurred despite the fact that anuria 
had persisted for a period of 10 to 11 days. During this 
period the urinary output was never more than 100 ml. 
daily. The first patient was a man aged 43 years, who 
was admitted to hospital with epigastric pain, vomiting, 
and oliguria. He gave a history of alcoholism and of 
using carbon tetrachloride in the course of his employ- 
ment as a refrigerator mechanic. The liver was found 
to be enlarged and tender. The urine contained bile, 
albumin, and many leucocytes. Liver biopsy examina- 
tion showed the presence of central necrosis and fatty 
degeneration. At first the level of blood urea was only 
16 mg. per 100 ml.; on the 9th day, however, the amount 
had increased to 135 mg. per 100 ml. and the diagnosis 
of uraemia was established. The second patient was a 
woman, aged 42 years. In this case anuria developed 
after a transfusion with incompatible blood. Bilateral 
sympathetic block was performed, but the operation 
failed to improve the renal function. Pulmonary oedema 
was present in both cases, although attempts were made 
to restrict the fluid intake. 

The authors believe that in anuria due to lower 
nephron nephrosis diuresis is likely to develop spon- 
taneously if the patient survives for a period ranging 
from 10 to 14 days. Peritoneal lavage is contra- 
indicated. The administration of large quantities of 


188 GENITO-URINARY DISORDERS 


water and sodium chloride may give rise to congestive 
heart failure and pulmonary oedema. Whenever pos- 
sible the patient should be given fluids by mouth, but 
the daily intake must not exceed a few hundred ml. On 
the other hand, the intake of water and salt should be 
increased when the manifestations include vomiting, 
diarrhoea, or visible sweating. If parenteral treatment is 
needed, the fluid given should contain a high concentra- 
tion of dextrose, for example, 6 g. per kg. daily, as well as 
sodium chloride and vitamins. A. Garland 


735. Lower Nephron Nephrosis. Report of Treatment 
of Forty-Four Patients by Repeated Replacement Trans- 
fusions 

J. Dausset. Archives of Internal Medicine [Arch. intern. 
Med.] 85, 416-431, March, 1950. 3 figs., 34 refs. 


The author has treated 44 patients with anuria due to 
lower nephron nephrosis by the procedure of simul- 
taneous bleeding and replacement transfusion of donors’ 
blood, the patients’ water balance being strictly controlled 
in addition. The replacement of a volume approxi- 
mating to the total circulating blood volume at each 
session maintained the patient in urea balance, and the 
replacement of double the blood volume at each session 
resulted in a lowering of the blood urea level by about 
33%. This procedure has the theoretical advantage over 
the artificial kidney and other dialysis procedures in that 
non-dialysable as well as dialysable substances can be 
removed. All 44 patients were treated by replacement 
transfusion and control of water balance, but 10 of them 
were in addition subjected to peritoneal dialysis. The 
over-all mortality was 34% (15 deaths). 

[The procedure appears to be practicable, but equally 
good results could probably be obtained by control of 
water and electrolyte balance alone. This procedure is 
likely to immunize patients to rare blood-group antigens 
and future transfusions would be hazardous. It seems 
unnecessary to subject the patient to this danger or to the 
danger of homologous serum jaundice.] G. M. Bull 


736. Serum Vitamin A and Total Plasma Lipid Concen- 
trations as Influenced by the Oral Administration of Vita- 
min A to Children with the Nephrotic Syndrome 

B. M. KAGAN, E. M. Tuomas, D. A. JORDAN, and A. F. 
Ast. Journal of Clinical Investigation [J. clin. Invest.] 
29, 141-145, Feb., 1950. 2 figs., 12 refs. 


It has been known for some time that the fasting serum 
vitamin-A and total plasma lipid concentrations were 
abnormally high in patients with the nephrotic syndrome. 
Six children with the nephrotic syndrome were given 
vitamin-A alcohol in aqueous dispersion by mouth in 
doses of 6,000 U.S.P. units per Ib. body weight (13,250 
units per kg.) and the rise in serum vitamin-A level during 
the next 24 to 48 hours compared with that occurring 
after the same dose of vitamin-A ester in oil. A group 
of 18 normal children served as controls. The fasting 
serum vitamin-A level was much higher in the nephrotic 
than in the normal children. Higher serum vitamin-A 
levels were found after the aqueous preparation than after 
the dose of vitamin-A ester in oil had been given. The 
highest concentrations of serum vitamin A were observed 


6 hours or more after the dose, and the levels ‘in the 
patients with nephrosis were 2 to 10 times as high as the 
highest level noted in normal children at the same time- 
interval. The serum vitamin-A concentration in the 
nephrotic group remained elevated above the highest 
level reached by the control group for 24 or even for 
48 hours. 

These differences cannot be explained as due either to 
an abnormally increased rate of absorption or to dimin- 
ished urinary excretion of vitamin A, the level in the blood 
one hour after the injection being the same in patients 
and controls and no vitamin A being detected in the 
urine of either group. The authors discuss the possibility 
that failure of storage in the liver might be responsible 
for the slow fall in serum vitamin-A concentration. 
Although higher serum vitamin-A concentrations were 
observed in patients with higher total plasma lipid levels, 
no quantitative relationship between the two could be 
demonstrated. Z. A. Leitner 


737. Renal Function in Aged Subjects 

O. Orsricu, M. H. FerGuson, J. S. Rosson, and C. P. 
Stewart. Edinburgh Medical Journal (Edinb. med. 
57, 117-127, Feb., 1950. 11 refs. 


The authors have determined the rate of renal blood 
flow (R.B.F.), glomerular filtration rate (G.F.R.), inulin, 
diodone, and urea clearance, and tubular excretory mass 
for diodone (TmD) in 36 male and 14 female subjects over 
the age of 60 years. Two groups were studied, the first 
consisting of 19 males whose systolic blood pressure 
ranged from 120 to 215 mm. Hg and diastolic from 
75 to 100 mm. Hg, and the second of 27 males and 
14 females whose blood pressure ranged from 60 to 
260 mm. Hg systolic and from 105 to 140 mm. Hg 
diastolic. A control group of 9 males aged from 20 to 
39 years was also investigated. The members of all 
groups were free from clinical evidence of cardiovascular 
or renal disease (other than hypertension in the second 
group). 

In the aged subjects without hypertension, the values 
for R.B.F., G.F.R., and inulin, diodone, and urea 
clearance were 30% lower and for TmD 25% lower than in 
younger men, the differences being statistically significant. 
The derived values of G.F.R./R.B.F., R.B.F./TmD and 
G.F.R./TmD, however, were the same in both groups. 
In the aged hypertensive subjects the values for R.B.F., 
G.F.R., TmD, and inulin, diodone, and urea clearance 
were even lower, and the derived values G.F.R./R.B.F., 
R.B.F./TmD,; and G.F.R./Tmd were all significantly 
higher than in the non-hypertensive group and the 
younger controls. G. M. Bull 


738. Medical Aspects of Pyelonephritis ; 
R. BiRCHALL and J. E. ALEXANDER. Medicine [Medicine, 
Baltimore] 29, 1-28, Feb., 1950. 1 fig., bibliography. 


739. Nephrolithiasis and Nephrocalcinosis with Calcium 
Oxalate Crystals in Kidneys and Bones 

J. S. Davis, W. G. KLINGBERG, and R. E. STOWELL. 
Journal of Pediatrics [J. Pediat.) 36, 323-334, March, 1950. 
6 figs., 12 refs. 
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Disorders of the Locomotor and Osseous Systems 


740. The Effect of Pituitary Adrenocorticotropin 
(ACTH) in Dermatomyositis ; 

T. W. OppeL, C. Coker, and A. T. MiILHoRAT. Annals 
of Internal Medicine [Ann. intern. Med.] 32, 318-324, 
Feb., 1950. 2 figs., 3 refs. 


Because the administration of pituitary adreno- 
corticotrophic hormone (ACTH) was known to produce 
clinical improvement in cases of rheumatoid arthritis, 
its effect was tried by the authors in 2 cases of dermato- 
myositis, a disease also associated with extensive involve- 
ment of collagen tissue. One patient, who also had 
advanced carcinomatosis, derived no benefit, but the 
effect in the other case was dramatic. 

This patient, a 30-year-old man, had had an acute 
attack in 1942, so severe that tracheotomy was necessary 
and that he spent over 6 months in hospital. The only 
sequel was flexion contracture of certain fingers. Histo- 
logical changes in muscle were typical of dermato- 
myositis. The second attack developed in 1949, the 
patient suddenly becoming acutely ill with oedema of the 
muscles of the neck, calves, thighs, and of the right 
triceps. Within a few days all the limb muscles and the 
abdominal and chest muscles became involved, pain being 
intense. One month after the onset of the attack treat- 
ment with ACTH was started, and subjective improve- 
ment began within 6 hours of the first 25-mg. dose. This 
dose was repeated 6-hourly for 48 hours, and the intervals 
were then prolonged until by the 8th day he was having 
only 25 mg. a day. This amount proved insufficient, 
symptoms recurring until a dose of 100 mg. a day was 
given. The dosage was subsequently reduced until the 
53rd day, when therapy was discontinued after a total of 
3-965 g. of ACTH had been given, the patient having 
completely recovered. Manifestations of hyper- 
adrenalism were never very definite. 

The patient’s temperature fell from about 102° F. 
(38-9° C.) to normal within 3 days of the start of therapy. 
The eosinophil count fell by over 50% within 2 days and 
remained low until the course ended. Creatine output 
in the urine fell greatly during treatment but creatinine 
output was unchanged. The leucocyte count gradually 
fell from 64,000 per c.mm. almost to normal. 

S. S. B. Gilder 


See also Section Dermatology, Abstract 707. 


741. Postmenopausal Osteoporosis. Clinical Mani- 
festations, and the Treatment with Oestrogens 

I. A. ANDERSON. Quarterly Journal of Medicine {Quart. 
J. Med.| 19, 67-96, Jan., 1950. 6 figs., 31 refs. 


Spinal osteoporosis occurring in women at the meno- 
Pause is regarded as a disease entity rather than as merely 
One of the atrophic processes that characterize advancing 
age. Considerable speculation exists on the aetiology 
of the syndrome. The author, believing that the rare- 
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faction of bones is more likely to be due to endocrine | 
imbalance than to dietary deficiency or achlorhydria, 
studied the effects of a synthetic oestrogen, dienoestrol, 
on calcium metabolism in women suffering from post- 
menopausal osteoporosis. He found that dienoestrol 
promotes calcium retention to the maximum only when 
the calcium and phosphorus intakes are both about twice 
the accepted optimal requirement. The suggested treat- 
ment for this syndrome, therefore, includes administration 
of dienoestrol (0-9 mg. daily), vitamin D (up to 10,000 
units daily), and calcium glycerophosphate (30 gr. (2 g.) 
three times a day). Apart from these, protective ortho- 
paedic treatment is recommended in cases with collapse 
of vertebral bodies. 

In post-menopausal osteoporosis serum calcium, serum : 
phosphorus, serum protein, and serum phosphatase levels 
are normal and the diagnosis therefore rests on the his- 
tory and the exclusion of the following other conditions 
causing rarefaction of bones: metastases of malignant 
neoplasms, osteitis deformans, hyperparathyroidism, 
multiple myelomatosis, osteomalacia due to steatorrhoea, 
Cushing's syndrome, and thyrotoxicosis. S. Karani 


742. Arachnodactyly or Marfan’s Syndrome 

C. G. Lamsig, K. E. SHELLSHEAR, and J. L. SHELLSHEAR. 
Medical Journal of Australia [Med. J. Aust.] 1, 213-223, 
Jan. 7, 1950. 6 figs., bibliography. . 


The more important abnormalities making up this 
rather rare congenital anomaly are the following, any of 
which, though not necessarily all, may be present: 
(1) increased length and diminished breadth of the 
long bones of the extremities, resulting in dispropor- 
tionately long limbs, hands, and feet which, together with 
poorly developed muscles and diminished subcutaneous 
fat, give rise to a characteristic body contour and 
** spider ’’ fingers; (2) kyphosis and scoliosis, due to 
laxity of the ligaments and muscular hypotonia; (3) 
funnel-chest; (4) various abnormalities of the skull 
(hypertelorism, asymmetry, long mandible, misplaced 
teeth); (5) hyper-extensibility of the joints, with sub- 
luxation and occasionally genu recurvatum and congenital 
hip dislocation; (6) webbed fingers; (7) deformities 
of the pinna, deafness (3%); (8) a large variety of eye 
defects (85%), of which bilateral dislocation of the 
lens (60%), iridodonesis, myopia (usually lenticular), 
aniridia, and coloboma are the most commonly found; 
(9) congenital heart disease in its various forms (17°): 
(10) abnormal lobulation of the lungs; and (11) exo- 
toses, high patella, and spur on the os calcis. 

Of these various abnormalities, only the first is a sine 
qua non of the syndrome. A hereditary influence appears 
to be present in 29% of the cases, possibly as a Mendelian 
dominant. Regarding the aetiology, comparisons are 
drawn with achondroplasia, to which Marfan’s syndrome 
appears to be the opposite in many ways (“ hyper- 


190 DISORDERS OF THE LOCOMOTOR AND OSSEOUS SYSTEMS 


chondroplasia”’), with multiple exostoses, and with 
Morquio’s disease (chondro-osteodystrophy). The view 
is put forward that the cause lies in ** a disturbance in the 
time of the orderly sequence of events which lead to the 
normal ”’. 

Two cases are described. The first patient was a 
female aged 17 years with long, slender extremities. 
Other associated abnormalities were palatal defect, 
hyperextensible wrists, genu valgum and recurvatum, 
funnel chest, patent ductus arteriosus, scanty pubic and 
axillary hair, an infantile uterus, and a low basal 
metabolic rate (— 20°). Skiagrams of the various 
abnormalities described are reproduced. The second 
patient was a female aged 14 years with long, slender 
extremities and arachnodactyly; other associated 
abnormalities were webbed digital clefts, hyperextensible 
wrists and fingers, small patellae, a flat thorax antero- 
posteriorly, patent ductus arteriosus, and absent pubic 
and axillary hair. Radiographically only the hands, 
feet, and heart were abnormal. Bernard Freedman 


743. The Significance of Daily Serum-iron and Serum- 
copper Curves in the Assessment of Rheumatic Conditions. 
(Die Bedeutung der Serumeisen- und Serumkupfertage- 
skurven fiir die Beurteilung rheumatischer Erkrankungen) 
A. Bont and A. JUNG. Schweizerische Medizinische 
Wochenschrift’ |Schweiz. med. Wschr.| 80, 183--185, 
Feb. 18, 1950. 


744. The Sugar Tolerance Curve in Various Rheumatic 
Conditions. (Blutzucherbelastungskurven bei 
schiedenen rheumatischen Erkrankungen) 

A. JUNG and A. BON. Schweizerische Medizinische 
Wochenschrift. (Schweiz. med. Wschr.| 80, 185-186, 
Feb. 18, 1950. 
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745. Effect of Deoxycortone and Ascorbic Acid on 
Formaldehyde-induced Arthritis in Normal and Adrenalec- 
tomised Rats 

G. Brown.ee. Lancet [Lancet] 1, 157-159, Jan. 28, 
1950. 4 figs., 11 refs. 


Experiments were performed to determine whether the 
beneficial effects of deoxycortone acetate and ascorbic 
acid in patients with chronic rheumatoid arthritis could 
be reproduced in formaldehyde-induced arthritis in rats. 
Three groups of rats were adrenalectomized (full details 
given) and 1 part in 100 of sodium chloride was added to 
their drinking water. After 4 days each group was 
injected in both hind feet with 0-1 ml. of 2°, formalde- 
hyde. The first group was then given 1 mg. deoxycortone 
subcutaneously daily, the second 20 mg. ascorbic acid 
intraperitoneally daily, and the third 1 mg. of deoxy- 
cortone subcutaneously with 20 mg. ascorbic intraperi- 
toneally daily. - On the third day all the rats received 
a second injection of formaldehyde as before. The 
experiment was repeated on 3 further groups of normal 
rats and in both experiments the changes in the inflam- 
matory process that ensued were estimated by measuring, 
with screw calipers, the linear cross-section at the ankle 


daily for 10 days. In both the adrenalectomized and 
normal rats the protection given in the group receiving 
deoxycortone and ascorbic acid was statistically signi- 
ficantly greater than that afforded by either substance 
alone. In the adrenalectomized rats the effects in the 
deoxycortone group and in the ascorbic-acid group were 
identical, but in the normal rats the protection conferred 
by ascorbic acid was greater than that given by deoxy- 
cortone, which appeared to exacerbate the process. 
The protection given by | mg. deoxycortone with ascorbic 
acid was similar to that obtained by Selye with 5 mg. 
cortisone. 

These results appear to point to the possibility that 
deoxycortone acetate and ascorbic acid are components of 
an essential enzyme system in relation to the anti- 
arthritic steroid hormone. The aggravating effects of 
unaltered deoxycortone may be due to the competitive 
substitution of this compound for the naturally occurring 
hormone. 

These results are thought to substantiate the reports 
made originally by Lewin and Wassén that simultaneous 
administration of deoxycortone and ascorbic acid is 
beneficial in chronic arthritis and the observation of 
Selye that prolonged administration of deoxycortone can 
induce arthritis in rats or may cause exacerbation of 
formalin-induced arthritis. 

[It would have been of interest to know the measure- 
ments of a formalin-induced lesion over 10 days without 
any “specific therapy’’. Perhaps cellulitis would be a 
better word than arthritis. No body weights are given, 
and it is not stated whether there was any general water 
retention in any group.] Ellis Dresner 


746. Clinical Observations with Deoxycortone and 
Ascorbic Acid 

D. Le Vay and G. E. Loxton. 
209-211, Feb. 4, 1950. 14 refs. 

A series of 80 cases of rheumatoid arthritis and other 
cases of monarticular infective arthritis, ankylosing 
spondylitis, osteo-arthritis, post-traumatic painful stiff 
joints, and localized post-traumatic oedema _ were 
treated with combined injections of deoxycortone 
(desoxycorticosterone) and ascorbic acid. Three tech- 
niques were used: (1) 5 mg. deoxycortone acetate in 
arachis oil was given intramuscularly followed within 
5 minutes by 1 g. ascorbic acid given intravenously; 
(2) an aqueous solution of 5 mg. deoxycortone glucoside 
was mixed with the ascorbic acid given intravenously; 
(3) oily deoxycortone was mixed with aqueous ascorbic 
acid solution and given intramuscularly. In rheumatoid 
arthritis there is usually some response, which may be 
dramatic but is often variable. With the third technique 
the joint nearest the site of injection has, in some cases, 
been the first to show improvement. The duration of the 
response is variable, but some objective improvement 
is usually retained. Active cases of ankylosing spondy- 
litis and gonococcal arthritis respond similarly but osteo- 
arthritis is not affected. 

Five cases are cited to show the good effect produced in 
certain traumatic states and it is stated that similar 
observations have been made in cases of injury affecting 
the knee, ankle, wrist, fingers, neck of the humerus, and 
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lower end of the radius. The regression after the initial 
response is much less in traumatic cases than in rheuma- 
toid arthritis and a single injection may suffice to clear up 
the condition, particularly in persistent, localized, 
post-traumatic oedema. The authors ‘believe that 
deoxycortone and ascorbic acid act peripherally and 
describe experiments to prove their contention, while 
reasons are given for the negative results obtained by 
other workers. [This article should be read in conjunc- 
tion with the reports of these other workers (Lancet, 
1949, 2, 1108, 1202, 1219; ibid, 1950, 1, 94).] 
T. G. Reah 


747. Effects of Deoxycortone and Methylene-blue in 
Rheumatoid Arthritis. An Attempt to Explain the Action 
of Ascorbic Acid on Deoxycortone 

L. HALLBERG. Lancet [Lancet] 1, 351-352, Feb. 25, 
1950. 4 refs. 


Since the dramatic discovery by Hench et al. (Proc. 
Mayo Clin., 1949, 24, 181) of the effects of cortisone 
in rheumatoid arthritis, other workers have shown that 
the combined injection of deoxycortone and ascorbic 
acid may result in an immediate and marked amelioration 
of symptoms. There are three possible ways in which 
deoxycortone and ascorbic acid may react with one 
another: (1) formation of a complex compound; 
(2) reduction of deoxycortone; and (3) oxidation of 
deoxycortone. In an attempt to decide whether the 
ascorbic acid oxidizes the deoxycortone, another oxidizing 
agent, methylene blue, was used in place of the ascorbic 
acid in the treatment of 8 patients. Immediately after 
the injection of deoxycortone, 8 ml. of a 5°% solution of 
methylene blue was given intravenously. The same 
patients were also given methylene blue alone, and 
ascorbic acid with or without deoxycortone. It was 
found that the effects of methylene blue and of ascorbic 
acid, in combination with deoxycortone, were very 
similar. This suggests that the product of deoxycortone 
formed is an oxidation one. D. P. Nicholson 


748. Treatment of Acute Gouty Arthritis with Pituitary 
Adrenocorticotropic Hormone (ACTH) 

H. M. MarcGouis and P. S. CapLan. Journal of the 
American Medical Association [J. Amer. med. Ass.] 142, 
256-258, Jan. 28, 1950. 4 refs. 


Details of 3 cases of gouty arthritis treated with 
pituitary adrenocorticotrophic hormone (ACTH) are 
given. The first patient was a man of 59 who had had 
typical recurrent attacks for 16 years. He had been 
treated during attacks with colchicine and a purine-free 
diet, and between attacks with a low-purine diet and 
small doses of colchicine and salicylates. Recurrences 
continued and became more prolonged on this regime, 
and the plasma uric-acid content was 5-2 to 5-9 mg. per 
100 ml. during the intervals. In a subsequent severe 
attack the hands, wrists, elbows, shoulders, spine, and 
feet were all involved and the administration of colchicine, 
in doses increasing to the point of toxicity, with sodium 
Salicylate and neocincophen, brought only partial relief. 
The uric-acid level in plasma was now 6 mg. per 100 ml. 
and the erythrocyte sedimentation rate 29 mm. per hour. 
The patient was completely disabled and unable to feed 


himself. A single dose of 50 mg. of ACTH was 
administered intramuscularly and 75 minutes later he had 
practically recovered. He could now feed himself and 
move hands, elbows, and shoulders without discomfort. 
Joint tenderness disappeared and he was symptom-free 
for the first time in 49 days. The plasma uric-acid level 
was not significantly changed, but he remained free of 
relapse. [The period of observation since treatment 
with ACTH is not specified but appears to have been 
not less than 3 months.] The second patient, also 
aged 59, had had 6 typical attacks in 9 years. In his 
latest attack symptoms progressed for a month, in spite 
of treatment with a low-purine diet, colchicine, and 
sodium salicylate. Maximal doses of colchicine brought 
no relief; his plasma uric-acid level was 6:5 mg. per 
100 ml. and erythrocyte sedimentation rate 15 mm. per 
hour. He was unable to bear weight on the affected foot. 
One hour after a single dose of 50 mg. of ACTH he 
could walk and bear weight with comfort, and he has 
remained asymptomatic since [approximately 5 months]. 
The third patient, aged 41, had had recurrent gout for 
11 years. An attack of 6 weeks’ duration was partially 
relieved by injection of 50 mg. of ACTH, and a further 
dose of 25 mg. 6 hours later brought almost complete 
relief of symptoms, the duration of which could not yet 
‘be ascertained. 

The authors point out that although administration of 
ACTH alone will bring relief in an acute attack, a 
rebound of gouty symptoms will usually occur afterwards. 
This rebound after the cessation of ACTH therapy may 
be prevented by giving colchicine or salicylates, or both, 
immediately after the ACTH. C. L. Cope 


749. Copper Morrhuate in Treatment of Rheumatoid 
Arthritis. (Le morrhuate de cuivre dans la thérapeutique 
des polyartites chroniques) 

J. GRABER-DUVERNAY and G. VAN MOORLEGHEM. 
Lyon Médical {Lyon méd.] 183, 113-116, Feb., 1950. 


The authors describe preliminary results with copper 
morrhuate in the treatment of rheumatoid arthritis. 

Their studies started in 1943 when they gave intra- 
venous injections of cod-liver oil to 7 patients. In 2 of 
these patients a striking therapeutic result was obtained, 
bedridden patients being able to resume full activity 
after 6 injections. Reactions were, however, so severe 
in 2 cases that the method was abandoned. 

The next stage was the employment of ethyl morrhuate 
in a series of cases by intramuscular injection. In 4 cases 
out of 7 pain was relieved, physical signs diminished, the ~ 
patient gained weight, and the erythrocyte sedimentation 
rate fell after a course of 20 injections of 50 mg. every 
other day. Tolerance was perfect. 

The authors have now prepared a colloidal solution of 
copper morrhuate which remains stable indefinitely. 
Each ampoule contains 50 mg. of morrhuate and either 
2 or 10 mg. of copper. The preparation may be given 
intravenously, in which case injection should be very 
slow, or intramuscularly, in which case procaine mus t be 
added. A course consists of 24 to 32 injections, at first 
of 2 mg. copper, then of 10 mg. 2 or 3 times a week. 
The effect of this preparation is greater than that of 
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ethyl morrhuate. No serious reaction has been observed. 
In a series of 117 cases improvement has been obtained 
in about 30 to 35%. This low figure is attributable to the 
fact that cases have not been selected. 

S. S. B. Gilder 


750. Vitamin B Excretion Studies in Patients with 
Rheumatoid Arthritis 

T. B. Bay es, R. J. PALMER, M. F. MAssop, and E. H. 
Jupp. New England Journal of Medicine [New Engl. 
J. Med.) 242, 249-252, Feb. 16, 1950. 15 refs. 


The urinary excretion of aneurin (thiamine), riboflavin, 
and nicotinic acid by patients with rheumatoid arthritis is 
reviewed. On 26 patients, who had been maintained on 
a normal hospital diet for 3 weeks, the fasting and 
vitamin-B load excretion procedures (Johnson et al., 
War. Med., 1945, 7, 227) were carried out during a 40-day 
standardization period. Patients were then given one 
capsule, containing 2 mg. of aneurin, 2 mg. of riboflavin, 
20 mg. of nicotinamide, 0-5 mg. of pyridoxine, 1-0 mg. 
of calcium pantothenate, 5,000 i.u. of vitamin A, 45 mg. 
of ascorbic acid, and 500 i.u. of vitamin D, daily for 
30 days. At the end of the period the fasting and load 
tests were repeated. A second group of 14 patients 
with rheumatoid arthritis and 6 normal controls was 
examined in the same way, except that the capsules were 
administered for 10 days. None of the patients showed 
signs of aneurin, riboflavin, or nicotinic acid deficiency. 
The urinary excretion data could not be correlated with 
the severity of the arthritis and there was no significant 
difference between the excretion figures for the patients 
and those for controls. J. E. Page 


751. Investigations on the Relations of Rheumatoid 
Arthritis and Rheumatic Fever to Allergy. [In English] 
K. A. J. JARVINEN. Annales Medicinae Internae Fenniae 
[Ann. Med. intern. fenn.] 39, 1-99, Suppl. 5, 1950. 
Bibliography. 

Apart from the close association between the rheumatic 
diseases and bacterial allergy, it has occasionally been 
suggested that they have a close connection with the 
allergic diseases proper, such as asthma. In fact, if 
asthma is present in a patient suffering from rheumatoid 
arthritis or rheumatic fever, the diseases tend to 
alternate, in that the onset of asthma is often preceded by 
a remission of the arthritis, or vice versa. 

The whole subject is reviewed, and from a study of 
cases seen at the III Medical Clinic of the University of 
Helsinki between the years 1934-48 certain conclusions 
are drawn: (1) Rheumatoid arthritis and rheumatic 
fever have no greater tendency to occur in association 
with asthma than might be expected from the general 
incidence of these diseases. (2) The variations seen in 
the eosinophil count in the rheumatic diseases are 
typical of any general infection, and the high counts 
typical of the allergic diseases proper are not found in 
rheumatism. (3) The administration of the anti- 
histamine drugs tends to aggravate rather than to relieve 
the symptoms of rheumatoid arthritis. (4) When 
asthma occurs together with rheumatoid arthritis or 
rheumatic fever, there tends to be a close relationship in 


time between a remission of the arthritis and the onset of 
asthma. Similarly, the onset of an acute recurrence 
of rheumatic fever is often associated with a remission of 
previous asthmatic symptoms. 

The allergic diseases proper may be considered as being 
essentially vagotonic in nature, whereas the rheumatic 
diseases display many features indicative of sympathico- 
tonia. The onset of either group of diseases with the 
attendant autonomic state, is, therefore, more or less 
incompatible with the presence of the other. A distinc- 
tion must be drawn between bacterial allergy, important 
in the pathogenesis of rheumatism, and true allergy or 
atopy, which appears to have no fundamental connexion 
with rheumatism. On the other hand anaphylaxis may 
give rise to rheumatic-like conditions and here the mode 
of onset may be through the “ general adaptation 
syndrome ”’ of Selye, the reaction of the organisms to an 
unusually strong stimulus, such as that of anaphylaxis, 
possibly leading to the development of rheumatism. 

D. P. Nicholson 


752. Diagnostic Value of Histologic Lesions of Striated 
Muscle in Rheumatoid Arthritis 

L. Soxotorr, S. L. Wiens, J. J. BuNim, and C. McEwen, 
American Journal of the Medical Sciences |Amer. J. med. 
Sci.] 219, 174-182, Feb., 1950. 7 figs., 17 refs. 


Biopsy or necropsy specimens of muscle from the 
deltoid and gastrocnemius were examined by serial 
section in 57 cases of rheumatoid arthritis, 10 of anky- 
losing spondylitis, 21 of acute rheumatism, 101 of various 
other conditions, some involving the joints, and in 
13 healthy volunteers. Focal cellular lesions similar to 
those described by other workers were found in 56°, of 
the cases of rheumatoid arthritis, but also in 3 of the 
normal controls and in 25% of the non-rheumatoid group 
as a whole. 

The authors carried out various other laboratory 
investigations, such as determination of the erythrocyte 
sedimentation rate and estimation of the serum content of 
streptococcal agglutinins and agglutinins of sensitized 
sheep erythrocytes. None of these threw any light 
on the mechanism of production of the histological 
lesions, and the authors conclude that muscle biopsy is 
of little value as a diagnostic procedure in rheumatoid 
arthritis. G. J. Cunningham 


753. Intravascular Aggregation of the Erythrocytes in 
Rheumatoid Arthritis. [In English] 

V. Laine and H. Zitutacus. Acta Medica Scandinavica 
[Acta med. scand.] 137, 87-92, 1950. 3 refs. 


In a series of 150 patients with rheumatoid arthritis a 
microscope with a magnification of 100 was placed near 
the small vessels of the upper part of the conjunctiva. 
When aggregation of erythrocytes was very marked, the 
blood stream in these small vessels appeared granular, 
the picture resembling that of a line of railway carriages, 
and the flow was slower. In 12 cases this phenomenon 
was absent altogether; they were all cases in a quiescent 
phase of the disease. Marked aggregation was accom- 
panied by an increase in erythrocyte sedimentation rate. 

; E. Neumark 
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754. Developmental Peculiarities of the Electro- 
encephalogram in Children. (Bo3pactupie oco6eHHocTu 
pe6eHKa) 

A. B. KoGAN and N. V. SternsukH. Hesponatonorus 
vu Ilcnxuatpua [Nevropat. Psikhiat.] 19, No. 1, 41-48, 
Jan.—Feb., 1950. 8 figs. 


The electroencephalograms of 109 healthy children, 
ranging in age from 3 months to 16 years, were studied. 
The subjects were grouped into four age-groups: (1) from 
3 months to 2 years (17); (2) from 2 to 6 years (32); 
(3) from 7 to 11 years (40); (4) from 12 to 16 years (20). 
Fronto-occipital leads from the left cerebral hemisphere 
were employed. 

For infants below 2 years old the characteristic 
frequency of «-rhythm was 6 to 9-5 per second. For 
children from 2 to 6 years old the characteristic fre- 
quencies were 8 to 9-5, but the rhythms of 6 to 8 per 
second were also physiological. From 7 to 11 years the 
range widened, with predominance of 8 to 12 per second 
frequencies. In healthy children over 12, «-rhythms 
slower than 8 per second were not encountered. 

In children below the age of two «-rhythm was poorly 
marked and inconstant. An increase in the constancy 
was observed in the 7-year-old chidren, and constancy 
of frequency and amplitude was established by the age of 
12. The amplitude of «-rhythm was from 30 to 120 nV 
at all ages. 

Dominance of f-rhythm was characteristic of the 
youngest group, and with increasing age it became less 
marked. As regards range of frequency, f-rhythm in 
children did not differ from that in adults except that it 
tended to become slower in older children. In a number 
of cases, especially in infants, two different rhythms were 
present. 

Slow waves (2 to 5 per second) seemed to be almost 
physiological variants in children under 12. In some 
cases, waves with a frequency of 13 to 18 per second were 
observed. S. S. B. Gilder 


CENTRAL NERVOUS SYSTEM 


755. Familial Neuroparalytic Keratitis with Multiple 
Hereditary Nervous Degenerations in the Same Stock. 
(Kératite neuroparalytique familiale et hérédo-dégénére- 
scences nerveuses multiples dans une méme tribu) 

M. JEquieR and A. VeRREY. Schweizerische Medizinische 
Wochenshirft [Schweiz. med. Wschr.] 80, 39-43, Jan. 14, 
1950. 3 figs., 3 refs. 


This article contains the fourth description of a 
degenerated stock in the South of France. The authors 
claim as the result of thorough investigations that here an 
anomaly of the central nervous system is inherited in a 
recessive manner and has become manifest in two 
consanguinous marriages. There is a primary syringo- 


. variety of manifestation in a heterozygote. 


bulbar affection, giving rise to anaesthesia and hypo- 
aesthesia of the face and of the eyes respectively in a 
region chiefly innervated by the first branch of the 
trigeminal nerve, but sometimes extending outside that 
region and even affecting the upper limbs. Severe 
ulceration of the cornea, even with perforation, hypopyon, 
and anterior polar cataract, may develop in the earlier 
years of life. The authors are inclined to accept primary 
trophic disturbances and not an unperceived trauma 
as the origin of this in all cases. Both sibships mentioned 
above contain a less severely affected case, in which there 
is disturbance of thermal and pain sensitivity without 
corneal ulceration, but sometimes with trophic defects in 
other regions. There is one exception to the rule of 
recessivity in the first sibship, where an affected daughter 
from a marriage with a non-affected and unrelated man 
had a child with lumbo-sacral signs. This may be a 
The offspring 
of another consanguineous marriage, a girl, had symp- 
toms of severe real syringomyelia without eye symptoms; 
this developed after her 12th year. In this stock the first 
ancestors married in 1792. All persons who showed the 
recessive sensory anomaly were related to these ancestors 
by both parents. The same thing occurred in a case of 
sclerosis multiplex, one of paraplegia and other symp- 
toms, and 2 cases of congenital ptosis. But in addition 
to these cases the authors found a number of degenerative 
signs in persons who were related to the ancestors only in 
one line, for example, in a case of sclerosis multiplex, one 
of paraplegia, 2 cases of ptosis in brothers, a case of the 
Marcus Gunn syndrome, and one case of severe 
encephalopathy with oligophrenia, cerebellar symptoms, 
epilepsy, and other signs. The history of 42 persons 
with protanomalopsia in this stock will be discussed in 
another paper. 
P. J. Waardenburg (Excerpta Medica) 


756. Employment of Narcotherapy in Organic Nervous 
Disease. (K Bonpocy 0 NpHMeHeHHH COHHOHM TepanuH 
B KJIMHHKE OpraHH4eCKHX HEpBHbIX 

Y. M. Kraevsku. Hesponatonorua u Ilcuxuatpua 
[Nevropat. Psikhiat| 19, No. 1, 37-41, Jan.—Feb., 1950. 
1 ref. 


Syndromes associated with pain in the periphery 
(phantom limb, neuralgias) are accompanied by foci of 
increased irritability in the central nervous system. Asa 
corollary to this, diffuse inhibition in the central nervous 
system (as in sleep) may be accompanied by lessening 
or disappearance of pain, as in migraine. Moreover, in 
disseminated sclerosis it is possible that remission may 
be produced by the exercise of a protective inhibitory 
process, by means of which function returns in cells not 
actually involved in a destructive lesion. 

On these grounds narcotherapy was tried in a series of 
cases of such painful conditions as neuralgia, neuritis, 
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phantom limb, migraine, and intermittent claudication 
and in disseminated sclerosis. Narcosis was induced for 
12 to 20 hours a day over a period of 8 to 20 days. 
The drugs used were “‘ sodium amytal”’, 0-1 to 0-2 g., 
and sodium bromide, 0-1 to 0-4 g. two to four times a 
day. In a few cases, urethane, barbitone, and sodium 
barbitone were employed instead. There was great 
individual variation in response. Where narcosis was 
insufficient chloral hydrate, 0-3 to 0-5 g., was added once 
or twice daily. To aid in inducing sleep, a metronome 
was set in action for 20 to 30 minutes after each dose. 
The results obtained are shown in the table below. [The 
criteria of improvement in disseminated sclerosis are not 
defined, and details are given only for 5 illustrative cases.] 


Results 
ne F 
iagnosis cally |G 
Patients; Cured No 
prove- Change 
ment | ment 
I. Painful syndromes: 
Neuralgia “a 6 1 3 2 —= 
Neuritis. . ai 6 2 2 1 1 
Phantom limb .. 4 — 2 
Il. Vascular syndromes: 
Migraine 8 1 3 3 1 
Intermittent 
claudication . . 7 — 3 3 1 
Ill. Organic disease of 
C.N.S.: 
Disseminated 
sclerosis 10 4 6 
Friedreich’s 
Disturbances of cerebral 
circulation 
(hypertension) 2 a 


It was noted that no fresh organic signs appeared during 
treatment, apart from a constant loss of abdominal 
reflexes. S. S. B. Gilder 


757. Congenital Malformations of the Central Nervous 
System. I. A Survey of 930 Cases 

R. G. Recorp and T. McKeown. British Journal of 
Social Medicine [Brit. J. soc. Med.] 3, 183-219, Oct., 
1949. 15 figs., 49 refs. 


758. Multiple Sclerosis and Allergy Management with 
Histamine Therapy. Part II 

H. D. Jonez. Annals of Allergy [{Ann. Allergy] 8, 
44-62, Jan.—Feb., 1950. Bibliography. 


Of 152 patients with disseminated sclerosis (acute in 19, 
chronic and progressive in 133 cases), many were found to 
suffer from some form of allergic sensitivity ; for instance, 
“head colds’ and food allergies. In order to relieve 
spasticity of the muscles and tremors, injections of 
D-tubocurarine in oil and wax were given intramuscularly 
in doses varying from 7-5 mg. every fourth day up to 
120 mg. daily, while the allergic state was treated with 
injections of allergenic extracts, diet, and other appro- 
priate measures together with histamine administration 
subcutaneously, intravenously, by continuous infusion, 
or by iontophoresis. The usual dose was 2-75 mg. of 


histamine diphosphate daily. It is claimed that under 
this treatment the condition in the great majority of cases 
has improved, the improvement being spectacular in 
18 of the 19 acute cases and having been maintained for 
periods ranging from 3 months to 2 years. In the 
chronic cases the response has been less dramatic and the 
degree of improvement more variable. Of the 152 
patients so far treated, 25 have returned to normal 
activity and are objectively symptom-free, while 50 others 
have improved objectively to a marked or moderate 
degree. H. Herxheimer 


759. Delayed Withdrawal Reflex and Perception of 
Pain: Studies in a Case of Syphilitic Meningomyelitis and 
Tabes with Extensor Plantar Responses of a Type Not 
Previously Described 

M. AsuBy. Brain [Brain] 72, 499-612, Dec., 1949, 
3 figs., 19 refs. 


A detailed study is presented of the plantar responses 
in a case of paraparesis due to syphilis. Measurements 
were made of delayed pain perception, and the com- 
ponents of the plantar response were recorded. The 
findings are discussed at length. P. W. Nathan 


BRAIN 


760. Neostigmine Therapy in Cerebral Palsy. A 
Critical Evaluation 

M. A. PERLSTEIN and H. E. BaRNetr. Journal of the 
American Medical Association [J. Amer. med. Ass.] 142, 
403-407, Feb. 11, 1950. 4 figs., 13 refs. 


This is a report of a careful clinical investigation of the 
use of the drug neostigmine in the treatment of 60 patients 
suffering from forms of cerebral palsy. Of these 22 
had spastic paralyses, 31 athetosis, and 7 ataxia and 
dystonia. All were graded as moderately severe or 
severe cases. The majority of patients were under 
10 years of age and only 9 were over 15. The starting- 
point of the investigation was the observation that many 
enthusiastic reports of the value of this drug followed 
uncritical publicity in a popular magazine. Great care 
was therefore taken to avoid psychological factors in 
treatment. [No comment is made on the likelihood of 
popular science magazines really influencing children of 
the ages investigated.] 

A course of 10 weeks’ treatment was given, made up of 
five 2-week periods; in varying sequence those five 
periods were used to treat the patient with (1) a small dose 
of neostigmine bromide, (2) a placebo of lactose, (3) tri- 
methadione, (4) a large dose of neostigmine bromide with 
sufficient atropine sulphate to overcome the side- 
effects due to its parasympathicomimetic action, and 
(5) the same dose of atropine sulphate as in (4) given 
alone. The doses of neostigmine bromide mentioned 
ranged from 7:5 mg. thrice daily for a child one year old 
to 30 to 45 mg. three times a day for patients between 
12 and 45. All drugs were issued under identical condi- 
tions with no indication when changes were taking place, 
either to patients or to the staff in whose care they were. 
After 10 weeks, treatment was continued in most cases for 
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1 to 5 months with the largest dose of neostigmine that 
was tolerated. In some cases the trial period was 
repeated, medicaments being given in a different order. 
The effects of trimethadione are not reported. 

Definite improvement which could be attributed to the 
specific action of neostigmine was seen only in 3 out of the 
60 cases. One was ina child of 15 with spastic paralysis 
and the other two were in children aged 8 and 10 respec- 
tively and suffering from athetosis. In a further 3 cases 
improvement was questionable. Results are presented 
graphically where possible, simple dexterity tests being 
used; observations are also made on the effect suggestion 
had either directly on the patient or indirectly through 
the beliefs of the ** therapeutist ”’. 

Donald McDonald 


761. The Phenomenon of Tactile Inattention with Special 
Reference to Parietal Lesions 

M. CritCHLeEY. Brain [Brain] 72, 538-561, Dec., 1949. 
36 refs. 


762. Prognosis in Spontaneous Subarachnoid Hemor- 
rhage 

H. H. HyLanp. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 63, 61-78, Jan., 1950. 
5 figs., 13 refs. 


This is a survey of the prognosis in 191 cases of 
spontaneous subarachnoid haemorrhage admitted to the 
Toronto General Hospital between 1928 and 1942. 
Within 6 months of admission 100 patients (53%) were 
dead, and adverse factors were found to be unconscious- 
ness at the onset, pre-existing hypertension, advanced age, 
and clinical evidence of intracerebral bleeding. Post- 
mortem examination in 55 of the fatal cases revealed a 
ruptured aneurysm in 44, an angioma in 2 (this diagnosis 
had been made during life in one), and no definite bleeding 
point in 9. It seemed probable that an undetected 
aneurysm was the cause of the haemorrhage in these 
9 cases. Of the 100 patients who died only 26 had 
more than one haemorrhage during their terminal 
illness and bleeding usually occurred during the first 
fortnight: of the 91 survivors only in 14 was there 
clear-cut evidence of recurrent bleeding during the first 
3 months and in half of these it occurred during the first 
2 weeks. The author advises at least 8 weeks’ rest in bed 
after bleeding stops and a longer period if there is 
hypertension. 

Of the whole group of 191, 15°, are known to have had 
one or more haemorrhages apart from the one which 
brought them to hospital, but this may be an under- 
estimate on account of the difficulty in obtaining an 
accurate history in some of the fatal cases. 

Of the 91 survivors 67 were followed up; 7 had died 
of causes other than subarachnoid haemorrhage and 
14 (20%) had died of a recurrent haemorrhage. The 
average period of follow-up for the remaining 46 was 
10 years; 29 were free of symptoms, though a number of 
them had had headache, fatigue, or some degree of 
hemiparesis for one to two years after the initial haemor- 
rhage: 10 had persistent mild disabilities but were able 
to work; 4 had moderately severe disabilities such as 


hemiparesis or dysphasia but were working, while 3 were 
unable to work on account of residual disability. 

[This is a most valuable paper, particularly on account 
of the increase in surgical treatment of cerebral 
aneurysms. It will provide a reliable estimate of the 
prognosis of subarachnoid haemorrhage treated on 
conservative lines with which to compare future series 
of cases treated surgically.] J. W. Aldren Turner 


763. Disseminated Necrotizing Panarteritis (Peri- 
arteritis Nodosa). A Clinico-pathologic Report 

N. W. WINKELMAN and M. T. Moore. Journal of 
Neuropathology and Experimental Neurology [J. Neuro- 
path, exp. Neurol.| 9, 60-77, Jan., 1950. 12 figs., 27 refs. 


In presenting a case of periarteritis nodosa in which 
there was extensive involvement of the nervous system, 
both clinically and pathologically, the authors make a 
plea for a change in the nomenclature of this disorder. 
They would replace the term “ periarteritis nodosa ”’ 
by “‘ disseminated necrotizing panarteritis ”. which they 
claim to be more accurate and descriptive. [Whether 
this new name will find favour in Britain is doubtful, 
because it is not only lengthy but clumsy in construction.] 

The case was that of a man of 63 years with the clinical 
features of asthma of long standing and a peripheral 
neuropathy, accompanied by an eosinophilia of over 25%. 
There was a history of administration of sulphonamides 
and penicillin on two occasions, the latter having been 
given over a period of some weeks on both occasions. 
A biopsy examination performed at another hospital had 
established the diagnosis of periarteritis nodosa. 
Examination revealed an Addisonian syndrome with 
bronzing of the skin and a low blood pressure (118/80 
mm. Hg). This syndrome was verified histologically by 
the finding in the suprarenals of the characteristic lesions 
of periarteritis, with cortical degeneration and medullary 
hypertrophy. Before death signs of renal failure deve- 
loped, with an increase in the creatinine and urea nitrogen 
levels in the blood. Signs of a severe peripheral neuritis 
were found in the arms and legs. Eosinophilia was on 
one occasion as high as 43%, falling to 6% just before 
death. 

Pathological studies revealed lesions of periarteritis 
nodosa in all organs of the body, except the lungs. In 
the brain there was involvement of the meninges, choroid 
plexus, cerebral cortex and subjacent white matter, and 
the cerebellum. The larger vessels were unaffected. 
Small areas of infarction varying in size and age were 
scattered throughout the cortex, the result of occlusion of 
pial and intracortical vessels. Some were ischaemic in- 
farcts, whereas others were necrotic. There were many 
glial scars representing old lesions. In the subjacent 
white matter there were areas of softening varying in 
size, with liquefaction necrosis and glial proliferation 
at the periphery of the lesions. In many arterioles 
there was infiltration of all the coats of the vessel wall by 
inflammatory cells, mainly mononuclear but including 
some polymorphonuclears. The cerebellum also con- 
tained many small healed lesions, represerited by glial 
scars. These were usually related to meningeal vessels 
which showed periarteritis. 
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The aetiology of the condition is discussed, and the 
authors advance the view that an allergic reaction is 
responsible, the collagen in the smaller vessels being the 
tissue in which the initial reaction occurs. Recent 
experimental work by McKeown is quoted in support 
of this view. Ruby O. Stern 


764. Sequelae of Meningitis Due to Hemophilus 
influenzae. An Analysis of Forty-four Cases 

B. M. Bioor, R. S. GRANT, and J. A. TaBris. Journal 
of the American Medical Association [J. Amer. med. 
Ass.] 142, 241-243, Jan. 28, 1950. 


Of 44 patients with Haemophilus influenzae meningitis 
observed by the authors between 1945 and 1948, 40 
(91%) were under 36 months, and 19 (43%) under 
9 months of age. Treatment consisted in the administra- 
tion of various combinations of sulphadiazine, strepto- 
mycin, penicillin, and anti-serum. No significant 
difference was noted between the results obtained with 
these various treatments. There were 10 deaths, the 
critical age being 9 months: below this age there were 
8 deaths and above this age only 2. Of the 34 
survivors 29 were available for follow-up. Two of 
these had continued to have seizures and two others 
“probably had psychomotor epilepsy’. [The authors 
had found the frequency of seizures during the illness of 
direct prognostic significance.| Among 21 patients 
examined, the electroencephalogram was abnormal in 14, 
the abnormalities being focal in 11 cases. Neurological 
sequelae were absent in 20% of the survivors, and most 
of the others showed only minimal defects such as 
slight reflex differences or positive Babinski response or 
Chaddock’s sign. Serious sequelae were hydrocephalus 
and bilateral pyramidal signs (3 cases), bilateral nerve 
deafness (2 cases), and hemiparesis (1 case). Ten patients 
showed a definite retardation of mental development and 
one presented an extreme behaviour problem. 

[The authors classify their results as ** good ”’ in 18 cases 
and “poor” in 11, the classification depending on 
“general physical condition, developmental level and 
neurologic and_ electroencephalographic studies ”’. 
Having used these standards for their division, they 
not unnaturally found a positive correlation between 
developmental defects, neurological sequelae, and 
electroencephalographic abnormalities in the poor” 
group.] Maurice Mitman 


765. Trigeminal Injection with Radiographic Control. 
Technic and Results . 

W.H. Sweet. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 142, 392-396, Feb. 11, 1950. 
6 figs., 7 refs. 


The author draws attention to the numerous and varied 
technical descriptions of the best way to inject the 
trigeminal nerve, and the reticence of most authors to 
state the degree of success attained. He developed a 
technique in which radiography was used to locate the 
foramina through which the second and third divisions 
of the nerve pass, in cases of difficulty in locating them by 
“blind ”’ injection. In the course of 10 years he invoked 
radiographic aid in the injection, in 54 patients, of the 


third division; the foramen ovale was then entered in 5] 
cases, while in the other 3 cases success was partial. 

The method of injection is based on that of Grant 
[J. Amer. med. Ass., 1936, 107, 771]. When the point of 
the needle is presumed close to the foramen ovale qa 
radiograph giving a full basal view of the skull is taken. 
The position of the needle is modified and radiography 
repeated. When the point is in the desired position 
95% alcohol is injected drop by drop, and the effect 
noted. The needle is rotated and pointed upward 
towards the ganglion during the injection of 1-0 to 5-0 ml. 
of alcohol. The aim is to direct alcohol into the tri- 
geminal ganglion. This resulted in spread of analgesia 
into the zones of the first or second division in 23 out 
of the 54 cases, although it usually passed off in a few 
days. The average duration of relief in 30 cases followed 
up was 30 months. In only | case did a serious complica- 
tion—facial weakness lasting for one year—supervene. 
Useful histograms, showing the variations in the position 
of the needle required to inject the area of the foramen 
ovale in individual cases, are included. 

The foramen rotundum is demonstrated radiographi- 
cally with the patient in a prone position and the head 
extended slightly so that Reid’s base line forms an angle 
of 20 to 25 degrees with the vertical line of projection of 
the x-ray tube. The procedure for introducing the needle 
also follows that of Grant. Positioning the needle 
radiographically is followed by injection of 1-0 to 4-0 ml. 
of 90% alcohol. No attempt is made to direct the 
alcohol towards the ganglion. The average duration of 
relief was 7 months. 

Observations on the atypical sensations caused by 
introduction of the needle, and lack of pain referred to the 
appropriate zone (66°6% of cases) when the needle was 
shown by radiographs and subsequent injection to be in 
the nerve, explain the frequent difficulty encountered 
with blind injection techniques. [Readers interested in 
technique should also refer to Penman’s article in 
Lancet, 1949, 2, 268. This reports a technique in which 
radiographs are taken in 2 planes to locate the foramen 
ovale.] Donald Mc Donald 


OTHER NERVOUS DISORDERS 


766. The Use of Phenurone in the Treatment of Epilepsy 
S. Livincston and L. Kaspi. Journal of Pediatrics 
[J. Pediat.] 36, 159-164, Feb., 1950. 4 refs. 


The production of new anticonvulsants proceeds apace 
and in this article the authors present the results of clinical 
trials of phenurone (phenacetylurea) on 104 patients 
at the Epilepsy Clinic of the Johns Hopkins Hospital. 
As is natural, the report is composed largely of figures, 
and deals with treatment carried out over periods ranging 
from 3 to 12 months. In 46 of the patients studied the 
diagnosis was considered to be of psychomotor epilepsy 
of unstated frequency and duration. The authors 
conclude that the effect of the drug in the grand-mal and 
petit-mal types of epilepsy, though sometimes beneficial, 
is not striking, and they appear to favour this new drug 
mainly as a weapon against the psychomotor type of 
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seizure. The attacks of 22 of the 46 such patients, of 
various ages, were completely controlled by phenurone 
given either alone or in conjunction with “ their previous 
ineffective medication” [details not specified]. The 
doses recommended are: under 6 years—0-25 g. three 
times daily initially increasing to a maximum daily dose 
of 3:0 g.: over 6 years—initial dose 0-5 g. three times 
daily, up to a daily maximum of 5-0 g. Side reactions 
seen in 28 out of 104 cases were, in order of frequency: 
proteinuria (11), personality changes (6), headache (5), 
rash (4), drowsiness (2), and hepatitis (1). The 
personality changes are regarded as considerable and 
consisted of overactivity, restlessness, insomnia, and 
constant and often incoherent conversation. 

[Although space obviously limited the scope of the 
report and no details of the cases treated could be given, 
the implied beneficial effect of phenurone on psycho- 
motor seizures is interesting, first, because this type of 
affection is so often difficult to help, and secondly in 
that in some cases the drug appears to induce consider- 
able excitement and—according to the brief description 
given—a state of more or less constant psychomotor 
disturbance.] L. A. Liversedge 


767. Mesantoin in Treatment of Epilepsy. A Report 
on Two Hundred Patients Under Treatment for Periods 
Ranging from Two Months to Four Years 

H. L. Kozot. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 63, 235-248, Feb., 
1950. 3 figs., 6 refs. 


768. Treatment of Paralysis Agitans with Dihydro- 
beta-erythroidine 

S. SHAPIRO and A. B. BAKER. American Journal of 
Medicine [Amer. J. Med.] 8, 153-159, Feb., 1950. 7 refs. 


The history and reports of the use of the curare-like 
drug, dihydro-8-erythroidine, to relieve spasticity are 
discussed. A series of 24 patients who had previously 
had atropine therapy for paralysis agitans for a consider- 
able time were divided into 3 groups: (1) receiving 
only the new drug; (2) having the new drug with later 
addition of an atropine derivative; (3) receiving both 
drugs concomitantly. The authors, who carried out 
these studies at the University of Minnesota, emphasize 
the difficulty of assessing the results objectively and give a 
useful list of subjective criteria, covering various func- 
tional activities involving self-care and ambulation. 
The new drug was given orally, 50 mg. four times daily. 

Only 3 cases were treated with dihydro-f-erythroidine 
alone because the results were found to be so poor. In 
5 cases, after 20 to 118 days, an atropine derivative was 
added; 2 cases responded very well. Sixteen patients 
had combined therapy from the start; 10 experienced 
definite relief, and in all these cases stoppage of the new 
drug caused relapse. Toxic symptoms—gastro-intestinal 
upset, blurring of vision, and vertigo—were unusual and 
slight. The drug affects the rigidity and has little effect 
on the tremor and oculogyric crises. A detailed account 
is given of 6 cases.The results of combined therapy appear 
very encouraging. 


[It is a pity that the authors use the term paralysis 
agitans, which should be reserved for the degenerative 
group of cases of Parkinsonism. Mention of oculogyric 
crises indicates that some of the patients were suffering 
from chronic encephalitis lethargica.] M.H.Pappworth 


769. Course and Symptoms of Progressive Infantile 
Muscular Atrophy. A Follow-up Study of One Hundred 
and Twelve Cases in Denmark 

S. BRANDT. Archives of Neurology and Psychiatry [Arch. 
Neurol. Psychiat., Chicago] 63, 218-228, Feb., 1950. 
3 figs., 28 refs. 


The author has studied 112 cases of progressive 
infantile muscular atrophy (P.I.M.A.) discovered in 
Denmark during the last 40 years. The initial diagnosis 
was correct in 40 cases, but in 38 the condition had 
been diagnosed as myotonia congenita, and in 7 as 
progressive myopathy. P.I.M.A. is a clinical diagnosis 
and electromyography, biopsy, or necropsy is necessary 
for differentiation into the myelopathic and myopathic 
subgroups. In this series the sexes were equally affected; 
the first symptoms were noted in the first year in 87%, 
the first 6 months in 65%, just after birth in 35%, and in 
11% a prenatal onset was postulated from the mothers’ 
reports of absent or decreasing foetal movements. 
Death occurred in 56% before the age of 1 year, in 80% 
before 4 years, and in 91°%% before 15 years. 

The physical signs varied with the age of the patient. 
Of those less than 12 months old, 45 were fully studied. 
There was universal hypotonia with almost complete 
paralysis, excepting muscles supplied by cranial nerves. 
Atrophy was present in 25 cases, and thoracic deformity 
due to’ intercostal paralysis in 24. Other signs in this 
group included oedema, excessive sweating, and hyper- 
flexibility of the joints. Fibrillation of the tongue 
was sometimes seen, and signs of involvement of other 
cranial nerves were found in 17 infants. In those over 
the age of | year, atrophy and fibrillation or fasciculation 
of the muscles became dominant. Some began to walk, 
but soon lost the ability. Extreme obesity or emaciation 
was often found in older children. Mentally the children 
were usually normal. 

Muscle biopsy was carried out in 26 cases and in 
12 showed atrophy of cell groups dispersed among 
groups of normal or slightly hypertrophied muscle cells. 
This, the spinal or myelopathic type, contrasted with the 
myopathic variety, where normal or atrophic cells were 
diffusely mixed. In 14 cases the histological diagnosis 
was uncertain. Electromyography was performed in 
19 cases, in 11 of which the diagnosis corresponded with 
that obtained by biopsy. Creatine excretion was studied 
and found to be excessive in 9 patients. 

The author points out that patients with P.I.M.A. are 
frequently diagnosed as having amyotonia congenita 
and that the distinction between the two is somewhat 
arbitrary. However, he considers that the two can be 
distinguished on symptomatic, if not on aetiological or 
histological grounds, the condition being stationary 
or improving slightly in cases of amyotonia congenita, 
whereas those of P.I.M.A. pursue a steady downhill 
course. A full bibliography is given. D. P. Jones 
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770. A Preliminary of the Hypnotizability of Psychotic 
Patients 

C. P. Witson, H. H. CorMen, and A. A. Coie. Psy- 
chiatric Quarterly |Psychiat. Quart.] 23, 657-666, 1949. 
7 refs. 


It is sometimes said that psychotic patients are not 
amenable to hypnosis. To test this statement an attempt 
was made to hypnotize 53 patients in the admission ward 
of a large State hospital. The technique was, so far as 
possible, standardized and two to five physicians witnessed 
and assessed the results. On the whole, authoritarian 
methods were avoided and care was taken to avoid 
suggestion, except when this appeared specially indicated. 
The patients were simply told that they were receiving 
relaxing treatment. The average length of treatment 
was 30 minutes of which 3 to 10 minutes was occupied 
in induction; 15 out of the 52 patients with organic 
disease and 12 out of 18 with functional psychoses were 
hypnotized. 

It would appear that complete cortical function is not 
necessary for the induction of hypnosis. The latter may 
involve some short-circuiting or by-passing of cortical 
functions. A large number of the senile and arterio- 
sclerotic patients were suggestible, and there was no 
correlation between contact with reality and suggestibility. 
This treatment has the advantages that it needs neither 
special technique nor privacy and is rapidly carried out. 

: R. G. Gordon 


771. Principles of Methodology in Teaching the Psychi- 
atric Approach to Medical House Officers 

M. H. GREENHILL and S. R. Kitcore. Psychosomatic 
Medicine [Psychosom. Med.| 12, 38-48, Jan.—Feb., 
1950. 6 refs. 


In this paper the authors describe how psychiatric 
instruction was given over a 2-year period in the Duke 
University School of Medicine to 47 medical house 
officers, assess the efficacy of the methods used, and 
discuss the difficulties met with. The course of instruc- 
tion was compulsory. It lasted one year for 35 of the 
house officers and 2 years for 12. The teaching was 
carried out by a special group consisting of a psychiatric 
director, one full-time and 3 half-time fellows in psycho- 
somatic medicine, a psychiatric social worker, a specialist 
in psychosomatic nursing, 2 medical social workers, and 
several psychologists. The house officers attended case 
conferences and ward rounds, and served in the psycho- 
somatic clinic. Records of attendance were kept and 
questions, comments, and attitudes were noted. A 
rating sheet was filled in for each house officer, setting out 
fully the reaction to instruction, with such headings as 
interest, resistance, type of doctor-patient relationship, 
interviewing activity, etc. Samples of medical records 
written up by the house officers were studied. 

The main obstacle to instruction was found to be the 
resistance of the individual, and the techniques of teaching 


had to be narrowed down to dealing with this resistance, 
If the course had not been compulsory, most of the house 
officers would have evaded it. The type of resistance 
and the degree of use of the psychiatric approach were 
the only genuine measurements of progress. Some 
examples of resistance types are given: the passive 
resister, the conformist, the active resister, the ambivalent 
resister, the avoider, the projector, the identifier, 
Methods of dealing with these attitudes are outlined, such 
as stimulating interest in the physiological aspects of 
emotional states, encouraging participation in psycho- 
therapy, and promoting the ventilation of resistance, 
The last was the most effective method of all. 

After the course, significant improvement in the 
understanding and handling of patients was found in only 
about one-third of the total. It is concluded that the 
principal problem in teaching the psychiatric approach 
to the house officer lies in his own resistance and that no 
learning or assimilation is possible until this is overcome. 

Desmond O'Neill 


772. Some Reflections on the Nature of Affective 
Disorders Arising from the Results of Prefrontal Leuco- 
tomy 

M. ParRTRIDGE. Journal of Mental Science [J. ment. Sci.] 
95, 795-825, Oct., 1949. Bibliography. 


The author reviews the problem of the relation of 
endogenous to reactive or psychogenic factors in the 
aetiology of affective states (mainly through the Anglo- 
American literature). He attempts to throw light on the 
possibility of clinical differentiation of forms which seem 
predominantly determined by one or another of these 
main factors by analysing the results following leucotomy 
in a group of 82 patients suffering from affective illness. 
These patients included those with recurrent attacks of 
mania only, mania and depression, recurrent depression 
only, and single depressive attacks, together with one 
whose depression was due to intractable pain and two 
whose depression was considered secondary to obsessional 
symptoms. Of 61 cases in which endogenous factors 
seemed prepotent, symptoms persisted after operation in 
20 cases. In 21 cases considered mainly reactive, 
symptoms never persisted. Relapse occurred in 4 out of 
21 cases regarded as reactive and in 4 out of 51 con- 
sidered as endogenous. The figures suggest that while 
reactive depressions seem to carry a better prognosis after 
leucotomy, there is a greater tendency to relapse. The 
duration of the illness also appears to exert less adverse 
influence on the effects of operation in mainly or entirely 
reactive cases than in those apparently more endogenous 
in origin. The author believes that the distinction 
between endogenous and reactive depression is a valid 
one, although the differentiation may at times be in 
practice impossible, and that in the light of modern work 
on the functions of the hypothalamus his results suggest 
further a more or less enduring physical basis for some 
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cases, at any rate, of endogenous affective illness; a basis 
lacking in so-called reactive cases. In cases of endo- 
genous illness, presumably because of this physical basis, 
there seems to be a time factor operating against recovery. 
Although in the mostly highly reactive illnesses this time 
factor is of least importance, there is all the more indica- 
tion for giving methods other than leucotomy an extended 
trial, in view of the irreversibility of the procedure and 
the risk of undesirable sequelae. E. W, Anderson 


773. Hypersomnia Syndromes 
M. N. Pat. British Medical Journal [Brit. med. J.] 1, 
522-524, March 4, 1950. 17 refs. 


A group of 67 male patients suffering from diurnal 
somnolence or from hypersomnia, drawn from a total 
of 2,169 cases of neurosis treated by the author during the 
period 1940-8, was studied. The patients’ ages ranged 
from 18 to 27, with an average of 22-6 years. The 
majority were cases of immature and inadequate per- 
sonality with a tendency to neurotic reactions. In every 
case there were psychological and environmental causes 
for the hypersomnia. The symptom was _ therefore 
regarded as a hysterical manifestation. It was precipi- 
tated by boredom and uncongenial jobs. In support of 
this view the case is quoted of a man who slept 18 hours 
daily and could not be roused even by such drastic 
measures as pulling, slapping, pinching, and shaking. 
When awake he was bright and lively. Under hypnosis 
psychological factors were discovered and, with appro- 
priate treatment, the patient recovered completely. The 
author also argues that the association of hypersomnia 
and morbid hunger (the so-called Klein—Levin syndrome) 
is not a definite entity caused by a single brain lesion 
but that the association of these two hysterical symptoms 
is purely incidental. F. K. Taylor 


774. The Psychology of Apathy 
R. R. GREENSON. Psychoanalytic Quarterly [Psychoanal. 
Quart.] 18, 290-302, 1949. 20 refs. 
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775. Psychogenic Factors in Dermatitis and _ their 
Treatment by Group Therapy 

H. S. Kien. British Journal of Medical Psychology 
[Brit. J. med. Psychol.] 22, 32-52, 1949. Bibliography. 


The psychological factors present in 17 cases of 
dermatitis have been studied in detail. Although these 
cases were referred for different reasons, they all showed 
evidence of psychiatric illness, the symptomatic nature of 
which varied widely. It is considered that, apart from 
those cases definitely due to physical or chemical agents, 
dermatitis is only one symptom of a psychosomatic 
disorder occurring in a certain type of personality. 
Individuals suffering from dermatitis are usually over- 
conscientious, worrying, obsessional, and though overtly 
passive and anxious to please have a good deal of latent 
hostility and ambivalence. They show gross disturbance 


of their sexual life, have difficulty in dealing with their 


' 80, on repeated examination. 


aggressive impulses and give evidence of inner conflicts 
around exhibitionism. Intensive individual psycho- 
therapy, aided by group therapy, is believed essential for 
radical treatment. Immediate results are encouraging, 
but the ultimate prognosis in terms of total personality 
adjustment are doubtful.—[Author’s summary.] 


776. Life Situations, Emotions, and Paroxysmal 
Auricular Arrhythmias 

C. H. Duncan, I. P. STEVENSON, and H. S. RIpLey. 
Psychosomatic Medicine (Psychosom. Med.] 12, 23-37, 
Jan.—Feb., 1950. 6 figs., 24 refs. 


A study was made of 26 unselected cases of paroxysmal 
auricular arrhythmia to determine the relation between 
occurrence of attacks and the subject’s emotional state. 
Thirteen of the patients had no structural heart disease, 
and 13 had signs of rheumatic, arteriosclerotic, or 
congenital heart disease. Detailed physical and psychia- 
tric examinations were carried out, and each subject was 
kept under daily observation for periods of a few weeks 
up to 18 months. 

The 15 subjects with paroxysmal auricular and nodal 
tachycardia were grouped together, since there were no 
significant differences in the findings and several patients 
showed at one time or another both types of arrhythmia. 
This group contained 8 females and 7 males ranging in 
age from 24 to 61 years, and 8 of the subjects had no 
demonstrable organic heart disease. The members of 
the group as a whole were found to be serious, con- 
scientious, worrying people who were preoccupied with 
their responsibilities. Many were markedly restless and 
preferred to “‘ keep busy” rather than “‘ waste time ”’. 
The restlessness was a manifestation of inner psychic 
tension, most commonly the result of unexpressed 
hostility. The 14 subjects in whom adequate personality 
studies were possible all showed some degree of com- 
pulsive behaviour, varying from anxiety over untidiness 
to purposeless repetitive acts and thoughts. They 
were unusually ambitious, attached great importance 
to success and achievement, and tended to be rigid 
and perfectionist. Love of orderliness was common. 
Long-standing and pronounced anxiety was shown 
by 11 subjects, and somatic signs of anxiety, such as 
tremor and sweating, were often found. Ten subjects 
had sustained sinus tachycardia, with a heart rate of over 
In all 15 subjects in this 
group attacks of tachycardia occurred during periods of 
stress; because of their personality pattern, adverse life 
situations aroused anxiety, tension, hostility, and 
depression more readily in them than in normal people. 
At such times, the liability to attacks after minor exertion 
or change of posture was greater. In 10 subjects fear, 
anxiety, or apprehension provided the setting for many 
of the attacks of tachycardia; in 6, attacks occurred in 
phases of tension associated with conflict and indecision; 
in 11, attacks were provoked by feelings of hostility 
inadequately expressed. In several subjects interference 
with routine was observed to precipitate attacks. In one 
patient an attack was produced and recorded electro- 
cardiographically by the introduction of painful topics 
during an interview. It was possible to evaluate the 


Se 
ce 
re 
ne 
nt 
ch 

of 
0- 
he 
lly 
he 
ch 
no 
ne, 
ive 
co- 
ci.) 

of 
the 
lo- 
the 
em 
ese 
my 
ess. 
of 
jion 
one 
two 
ynal 
tors | 
n in | 
‘ive, 
it of 
on- 
hile 
fter 

The 
erse 
rely 
10US 
tion 
ralid 
e in 
vork 
sgest 
ome 


200 PSYCHIATRY 


results of psychotherapy in 6 cases, in 5 of which the 
frequency of attacks was reduced. 

In the group with paroxysmal auricular fibrillation 
there were 7 females and 4 males ranging in age from 
28 to 74 years, 5 of the subjects having no demonstrable 
organic heart disease. The blood pressure was signifi- 
cantly raised in 6. Personality iraits found in this 
group were similar to those mentioned above, hostility 
being a marked feature in all but one; there was a 
tendency to accumulate resentment within, which after a 
period of mounting tension, would culminate in an 
attack. Compulsive behaviour was found in 5 subjects, 
and chronic anxiety in 9. There was a close correlation 
between attacks of fibrillation and life situations pro- 
ducing anxiety, tension, and resentment. Depression 
was a more prominent element of the emotional reaction 
accompanying attacks in this group than in the first group. 
Common precipitants of attacks were fear and anxiety, 
indecision and rumination, and hostility. In one subject 
an attack of fibrillation was produced experimentally. 
Psychotherapy led to improvement in 4 out of 5 of those 
whose attacks were frequent. 

The subjects described in this study were not engaged 
in heavy physical exertion, but emotional tension led to 
frequent and prolonged cardiac overactivity. The 
prevention of attacks thus seems to depend on a modifica- 
tion of the morbid attitudes which cause the building-up 
of tension. Desmond O’ Neill 


777. The Excretion of Hippuric Acid in Subjects with 
Free Anxiety 

H. Persky, R. R. GRiNKER, and I. A. Mirsky. Journal 
of Clinical Investigation [J. clin. Invest.] 29, 110-114, 
Jan., 1950. 11 refs. 


The authors report a comparison of hippuric-acid 
excretion after the administration of sodium benzoate 
in four groups of subjects: (1) 17 subjects with varying 
degrees of “ free anxiety”’; (2) 14 with some anxiety 
symptoms in whom most of the anxiety was “* bound ”’; 
(3) 10 patients with a variety of neuropsychiatric 
disorders, mainly psychotic depression; (4) 11 normal 
controls. The degree of “ free anxiety ’’ was assessed 
by one of the authors independently of those performing 
the physiological measurements. 

The subjects in Group I had fears of internal origin 
which they could not control or reduce by any means; 
usually some physiological signs of anxiety were present, 
such as tenseness, insomnia, sweating, or tremor. Those 
in Group II employed one of a number of defences against 
anxiety: projection, flight, production’ of conversion 
symptoms or obsessive-compulsive phenomena, attack 
on the environment, or the development of psychosomatic 
organ dysfunctions. All the subjects received a careful 
medical examination and were studied psychologically 
by interview, tests, and clinical observation. The 
nutritional state was assessed by a nitrogen-balance test 
of representatives from each group. The hippuric-acid 
test was performed by Quick’s method; the urine was 
analysed by precipitation and extraction techniques. 

Analysis of results showed that subjects in Group I had 
significantly higher excretion levels than those in the other 


three groups, and that there was no difference in hippuric 
acid excretion in Groups II, Ill, and IV. Since the 
amount of hippuric acid excreted by some of the subjects 
in Group I exceeded that which could be formed by 
complete conversion of the sodium benzoate given, an 
estimation of endogenous excretion was made for 
6 subjects in Group I and 6 in Group IV, and the excre- 
tion after administration of benzoate was corrected by 
this amount. The difference in excretion between the 
two groups was still significant (P less than 0-01) even 
after the values were so corrected. It thus appears 
justifiable to attribute the difference in excretion to 
differences in conversion rate of benzoate. An analysis 
of co-variance of the experimental data showed that the 
differences were not influenced by the volume of urine 
excreted. In 5 subjects a marked decrease in “ free 
anxiety’ after psychotherapy was associated with 
reduction in hippuric-acid excretion; re-tests in normal 
controls after a lapse of time did not reveal any significant 
alteration in excretion. 

These results suggest that in subjects with “ free 
anxiety *’ there is an increase in the conjugating function 
of the liver. This change may be regarded as one of the 
category of changes which take place when the organism 
is exposed to fear, whether the stimulus comes from 
without or from within. Desmond O’ Neill 


778. Studies in Ulcerative Colitis. I. A Study of the 
Personality in Relation to Ulcerative Colitis 

Vv. P. MAHongEy, H. L. Bockus, M. INGRAM, J. W. 
HUNDLEY, and J.C. YASKIN. Gastroenterology [Gastro- 
enterology] 13, 547-563, Dec., 1949. 15 refs. 


TREATMENT 


779. 350 Cases of Prefrontal Lobotomy 

H. J. WoRTHING, H. BRILL, and H. WIGDERSON. Psychi- 
atric Quarterly (Psychiat. Quart.] 23, 617-656, 1949, 
10 refs. 


An account is given of 350 cases of prefrontal lobotomy 
seen at Pilgrim State Hospital, New York, out of a total 
resident population of slightly over 10,000, and with 
something under 3,000 admissions a year. 

The practice has been to allow patients who have 
responded well to lobotomy to stay some time in hospital. 
This gives the best results, and if there is a good period 
of remission there is less tendency to relapse; as a rule 
patients report that they have found a much-desired 
calmness after a lifelong tendency to over-react to minor 
irritations. 

It is to be noted that the authors do not report any 
beneficial change from the operation which is not 
also observed to occur spontaneously, but it seems that 
the operation greatly increases the likelihood of such 
changes. Prefrontal lobotomy may relieve intractable 
mental pain in some way analogous to its action on 


intractable physical pain. There is no evidence that any _ 


improvement is associated with organic deteriorative 
defects in the emotions or intellect. It seems more 
likely that there is a selective abolition of the capacity to 
maintain unpleasant psychotic tensions. The operation 


doe 
The 
sho 
any 
C 
defi 
resp 
hav 
wit 
imp 
are 
The 
bed. 
Peri 
by : 
occ 
may 
pos! 
be 1 
serit 
and 
pers 
abo 
mer 
rath 
780. 
to T 
W. 
ner\ 
A 
lob 
The 
obs 
lasti 
A ¢ 
cut 
maj 
tran 
part 
reas 
indi 
shox 
to | 
chre 
pain 
peri 
poir 
the | 
grac 
othe 
781. 
Sci. 
A 
(thi 
who 


TREATMENT 201 


does not produce anything like a docile imbecility. 
The treatment has always been preceded by very adequate 
shock therapy at an interval of some months to allow for 
any late response. 

Cases in which there is a moderate degree of mental 
deficiency seem to do best, as do those which have 
responded to shock therapy. Nevertheless, some which 
have not responded at all to shock therapy may improve 
with lobotomy. Depression is often, but not always, 
improved. Unless quite recent, massive hallucinations 
are not improved. Delusions are often lessened. 

The technique of the operative procedure is described. 
There may be a period of torpor after the operation and 
bed-wetting and soiling often last for some time. 
Periods of excitement may occur but can be controlled 
by sedatives; occupational therapy, psychotherapy, and 
occupational guidance are necessary. Improvement 
may go on for 2 years or even more. When there is 
post-operative disturbed behaviour, shock therapy may 
be very effective, but these attacks are not as a rule a 
serious problem. Sometimes symptoms which had 
previously been masked may reappear after the treatment 
and this may obscure the analysis of post-operative 
personality changes. Dreaming may be reduced or even 
abolished. The operation fails to produce any improve- 
ment in 25° of cases, and improvement is only limited in 
rather less than half the cases. R. G. Gordon 


780. Transorbital Lobotomy. (Survey after from One 
to Three Years) 

W. FREEMAN. Diseases of the Nervous System [Dis. 
nerv. Syst.] 10, 360-363, Dec., 1949. 7 refs. 


A report is given of 100 cases treated by transorbital 
lobotomy between January, 1946, and April, 1948. 
The technique of the operation is described and it is 
observed that it is speedy, simple, and safe. Serious and 
lasting complications are unusual but they do occur. 
A disadvantage is that the operation is a blind one; 
haemorrhages may therefore occur, and the extent of the 
cut may be insufficient. Sometimes subsequent open 
major operation brings improvement where the closed 
transorbital method has been unsuccessful or only 
partially successful. The results in this series are 
reasonably satisfactory. The operation is specially 
indicated for patients who are relapsing after relief by 
shock therapy and are yet not severely enough disordered 
to require major lobotomy. It may be effective in 
chronically disturbed patients and those suffering from 
painful conditions following organic disease, but the 
periods of observation are too short for certainty on this 
point. It can be performed by the psychiatrist without 
the help of the neurosurgeon, it does not result in down- 
grading of personality, and there is very little risk of 
other accidents. R. G. Gordon 


781. The Treatment of Mental Defectives with Thiamine 
G. pe M. Rupotr. Journal of Mental Science [J. ment. 
Sci.] 85, 910-919, Oct., 1949. 14 refs. 


An investigation is reported of the effects of aneurin 
(thiamine) on 90 mental defectives, (55 male, 35 female) 
who out of a total colony population of 687 of all 


grades and ages and of both sexes had shown no improve- 
ment for at least one year before the administration of 
the vitamin. The dose was 3 mg. orally once daily for 
5 to 6 months. Behaviour in lodges and at school or 
work, the social age (Doll’s social maturity test), and the 
intelligence quotient (1.Q.) were studied. With patients 
of chronological age 14+ and I.Q. of 50+ the Wechsler 
B@levue (verbal) test was used; the Merrill-Palmer and 
Stanford revision tests were used on the remainder. 
The patients had been admitted 3 to 17 years before the 
start of the investigation so that the maximum improve- 
ment had already occurred. At the outset of the investi- 
gation the ages of the males ranged from 6}3 to 50;°5 
years, and of the females from 473 to 5237s years. I.Q. 
ranged from 0 to 88 in the males, 0 to 90 in the femaies. 
In 5 cases behaviour became more violent or destruc- 
tive. In 3 of these treatment had to be stopped after 
3 months had passed. These cases were excluded from 
the study. Of the remaining 90, 44 (including both 
adults and children) showed improvement in one or 
more of the following: (a) behaviour in lodge (12), 
(b) behaviour at work or school (10), (c) social age (21), 
(d) intelligence quotient (17, varying from 1 to 20 points). 
Further observation is required to determine whether 
such changes are permanent or progressive. Relevant 
literature is reviewed. E. W. Anderson 


782. The Treatment of Depression with Desoxyephe- 
drine (Methedrine) 

G. DE M. Rupotr. Journal of Mental Science [J. ment. 
Sci.] 95, 920-929, Oct., 1949. 11 refs. 


A report is given on 42 cases of depression (33 in 
females, 9 in males) in patients of age range 24 to 89 years 
treated with ‘“ methedrine’’. The duration of the 
depression ranged from 6 months to 12 years. All the 
men and 5 of the women were treated as out-patients. 
The degree of depression in each case was hard to 
assess, but was sufficient to induce the patient to pay a 
specialist’s fees. Advanced age was found to be no 
contraindication to use of the drug. The level of the 
blood pressure was important. The systoJic blood 
pressure ranged from 98 to 202 mm. Hg, the diastolic 
from 40 to 128 mm., and the pulse pressure from 22 to 
100 mm. Adverse effects of the drug were noted in only 
one patient, a woman of 72 who developed a right hemi- 
plegia. The general clinical effect of the drug was 
predominantly euphoristic. Emphasis is placed on the 
need for care in its administration; the optimal dosage 
must be ascertained for each individual. The initial 
dose should be 2-5 mg. before breakfast, gradually 
increased’ to 30 mg. in the first half of the day. The 
duration of completed treatment varied from 6 days to 
7 months in cases where improvement occurred. The 
majority who improved and of whom accurate informa- 
tion could be obtained required less than 2 months’ 
treatment. Of the 42 cases treated, 35 showed either 
slight or marked improvement. Twelve patients returned 
to their previous occupation. The maximum duration of 
improvement after the termination of the treatment was 
not known. Many of the improved group were still 
under treatment and 2 cases are known to have relapsed 
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2 and 3 months after its termination. The series of cases 
treated with methedrine was compared with a series of 30 
depressive cases treated with electric convulsions by the 
same psychiatrist. The percentage of improvement was 
identical in both. Depression frequently improved 
before other symptoms, but as the depression ceased 
the intensity of the other symptoms diminished. The 
dose of methedrine required to reduce depression varied 
with each patient and ranged from the initial dose of 
2-5 mg. once daily to 10 mg. thrice before 1 p.m. Of 
17 cases of recurrent depression included in the series, 
12 improved. E. W. Anderson — 


783. Benzedrine and Dexedrine in the Treatment of 
Children’s Behaviour Disorders 

C. Brapiey. Pediatrics. [Pediatrics] 5, 24-37, Jan., 
1950. 24 refs. 


The effect of “ benzedrine” (DL-amphetamine) and 
“* dexedrine’ (D-amphetamine) sulfates upon the be- 
haviour of maladjusted children was studied in the some- 
what controlled setting of a children’s psychiatric 
hospital. Twelve years’ experience with these drugs is 
reported involving observations upon 275 children who 
received benzedrine, 113 who received dexedrine and 
82 who received both preparations. 

The most frequent optimal daily dose was 20 mg. of 
benzedrine and 10 mg. of dexedrine. Specific behaviour 
responses to both drugs approximated one another both 
in quality and frequency, with 50 to 60% of the children 
becoming more subdued, 15 to 25% showing no change, 
20% showing increased activity and 5% showing an 
acceleration of school progress only. Clinically these 
- teactions indicated 60 to 75% symptomatic improvement, 
15 to 25% no change and 10 to 15% unfavourable 
responses. Children with a variety of clinical diagnoses 
were benefited with no evidence of tolerance or addic- 
tion following prolonged administration. Occasional 
undesirable physiologic side effects were noted with both 
preparations, most frequently during the first few days 
of treatment only. Approximately equal numbers of 
children responded more favourably to one drug in 
contrast to the other. In general benzedrine was found 
to produce the more dramatic results, except with 
individual children in whom its side effects were more 
pronounced, in which cases dexedrine proved more 
advantageous. 

The conclusion is drawn that these drugs influence 
children’s behaviour by altering their emotional reactions 
to distressing situations. Both offer the practitioner 
readily available and easily controlled pharmacologic 
approaches to the symptomatic treatment of children’s 
behaviour disorders.—[Author’s summary.] 


784. General Survey of Insulin-treated Patients after 
Five Years 

S. KWwaALwasseR and L. C. Rosinson. Psychiatric 
Quarterly [Psychiat. Quart.] 23, 672-690, 1949. 1 fig. 


A survey of all the patients treated with insulin at 
Rockland State Hospital, New York, between March 18, 
1937, and January 30, 1943, was made. They are 


arranged in two groups, the first of more acute cases 
and the second of more chronic cases. 

In all, there were 222 cases. Of 104 patients who 
eventually left hospital, 34% have recovered, that is, have 
no symptoms and are making a good social and economic 
adjustment. About 66% show no psychotic symptoms 


and 27%, though showing symptoms, are producing 


and maintaining themselves in competitive society, 
Many patients received very intensive treatment as regards 
number of sessions and depth of coma. Psychotherapy 
at all stages of treatment was beneficial. There is no 
apparent difference in results as between the sexes, 
Chronic cases are benefited more by intensive coma 
treatment than by milder treatment combined with 
personal care. Those showing the greatest benefit at the 
end of treatment showed the greatest capacity to remain 
in the community afterwards. The prognosis is better 
with acute cases, though some chronic cases do remark- 
ably well. R. G. Gordon 


785. Rapid Relief of Morphine Addiction by Electro- 
convulsive Therapy. (Dissasuefazione rapida dal mor- 
finismo mediante I’elettroshock) 

G. CERQUETELLI. Policlinico, Sez. Pratica (Policlinico, 


- sez. prat.] 57, 101-104, Jan. 23, 1950. 1 ref. 


A report is given of the treatment of drug-addiction in 
a series of 71 cases by means of electric convulsive 
therapy. Treatment is started early in the day, with a 
bout of electrically induced convulsions under barbiturate 
anaesthesia, followed shortly after by a second bout. 
If the patient demands his usual drug on recovering 
consciousness he is given it. Two more bouts of 
treatment follow in the afternoon. Usually the same 
course of treatment is given on the following day except 
that the patient is usually too confused to need the 
preliminary anaesthesia, and that he is not given the drug 
if he asks for it, because he does not resent the fact that it 
does not appear. Treatment is usually completed with 
two further convulsions on the third day (making 10 in 
all). The care of the patient after the first half of the 
course is Over is not concerned so much with the effects of 
withdrawal of the drug as with the physical effects of the 
treatment, which may include cardio-circulatory failure, 
diarrhoea, and severe mental confusion, so that the 
patient may be incontinent and may need feeding. 
Following this acute phase there is a period of reaction 
lasting 6 to 18 days, marked by euphoria, hearty eating, 
and general well-being, the patient gradually returning to 
** normal ’’. 

One such course of treatment was curative only in 12 
of the author’s cases, these being mainly of “* accidental ” 
addiction following a therapeutic introduction to the 
drug. [The criteria of ‘cure’ are not stated.] Two 
courses of treatment were given in most cases and no 
patient was given more than three courses. Cases of 
psychopathic personality with long-standing addiction 
are reported as most resistant to treatment, and in 12 such 
cases only very short remissions were obtained. Of the 
remaining 47 patients, 25 relapsed within one month of 
discharge, and 6 within 6 months, the other 6 having 
remained free of addiction for periods ranging from 
6 months to 2 years. Donald McDonald 
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Infectious Diseases 


786. Acute Primary Pulmonary Blastomycosis 
C. P. Bonorr. Radiology [Radiology] 54, 157-164, 
Feb., 1950. 12 figs., 13 refs. 


The author reviews the literature of blastomycosis and 
states that only one of the cases reported can be regarded 
as of acute primary pulmonary blastomycosis. Primary 
pulmonary lesions due to other fungi have been described 
since 1935. During the months of November and 
December, 1946, 23 cases of acute primary pulmonary 
blastomycosis occurred in U.S. Army personnel stationed 
on Okinawa. Only 6 of these cases, in which there were 
positive x-ray findings, are described. [It is not clear 
whether the other 17 were x-rayed or not.] S 

The acute form of pulmonary blastomycosis is charac- 
terized by localized chest pain, a productive cough 
with grey sputum, a temperature of 101 to 102° F. 
(38:3 to 38-9°C.), and absence of superficial lymph- 
adenopathy and of any type of cutaneous lesion. The 
leucocyte count is in the range of 11,000 to 12,000 per 
c.mm., with a normal differential count, and there is a 
moderate elevation of the erythrocyte sedimentation rate. 
In addition, the organism may be isolated from the 
sputum, urine, and possibly the faeces. The radiological 
appearances are entirely non-specific. Three cases 
showed small, hazy, patchy areas; one presented round 
foci; one showed progressive consolidation, and one was 
manifest only by pleural effusion. In all cases, at one 
time or another in the course of the disease, there was 
evidence of moderate enlargement of the hilar or media- 
stinal lymph nodes. The x-ray appearances, therefore, 
are merely suggestive of a granulomatous type of disease. 
The acute form appears to be benign as a rule, but may 
become disseminated and lead to death in a short period 
of time. L. G. Blair 


787. Histoplasmosis. (Histoplasmosis) 

J. CANCELA FReEWO. Anales de la Facultad de Medicina de 
Montevideo [An. Fac. Med. Montevideo] 34, 1049-1152, 
1949. 29 figs., bibliography. 


See also Section Respiratory Disorders, Abstract 661. 


VIRUS INFECTIONS 


788. Neurologic and Psychiatric Complications in 
Influenza. (Neurologische en psychiatrische verwik- 
kelingen bij griep ”’) 
H. K. G. Bartstra. Nederlandsch Tijdschrift voor 
Geneeskunde [Ned. Tijdschr. Geneesk.] 94, 146-152, 
Jan. 21, 1950. 2 refs. 


The pandemic of influenza in 1918 was much more 
severe than the epidemic of “ Italian” influenza, which 
invaded the Netherlands from the south towards the end 
of 1948. The same was true of the complications. 
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Three cases of unusual complications are described: 
(1) pseudobulbar paralysis in a woman aged 28; (2) a 
“* hyperaesthetic-emotional syndrome—an exogenous 
type of reaction as described by Bonhoeffer—in a man of 
57; (3) the clinical picture of catatonic schizophrenia in 
a girl of 13. All patients recovered completely after 
general treatment, in the last case combined with insulin 
shock. These cases are difficult to explain as due to a 
haemorrhagic encephalitis (this is found repeatedly in 
influenza) because of the rapid and complete recovery. 
The author points to the possible significance of allergic 
processes. A. J. Boerman (Excerpta Medica) 


See also Section Radiology, Abstract 525. 


789. Clinical Observations on the Use of Aureomycin 
in Varicella 

M. M. MAzursky, L. WriGHT, and M. WEICHSEL. 
Pediatrics [Pediatrics] 5, 276-279, Feb., 1950. 11 refs. 


In 41 cases of varicella treated with aureomycin by 
mouth (25 to 50 mg. per kg. body weight daily for 
3 days), the course of the disease, compared with that in 
an equal number of controls, was not shortened, nor was 
the character of the pyrexia altered, while minor complica- 
tions were as common among the treated as the untreated. 

W. G. Wyllie 


790. Herpes Zoster. Treatment of Pain with Dehydro- 
ergotamine-45 [sic] 
F. C. Comes, O. CANIZARES, and S. SIMUANGO. Journal 
of Investigative Dermatology [J. invest. Derm.] 14, 53-56, 
Jan., 1950. 5 refs. 


In 30 out of 40 cases of herpes zoster dihydroergotamine 
methanesulphonate controlled pain. Results were 
excellent in 17 cases and satisfactory in 13. Among the 
10 failures were a case of pulmonary carcinoma with 
metastases, one of leukaemia, and 4 of post-herpetic pain 
of long duration. The clinical course of the disease was 
not affected by the treatment. A dose of 1 ml. was 
usually given and when this failed a larger dose of 2 or 
3 ml. was often successful. The intramuscular route was 
usually satisfactory, and the only advantage of intra- 
venous injection was that quicker results were obtained. 

James Marshall 
791. Sequelae of Mumps-meningoencephalitis. [In 
English] 
V. OLpFELT. Acta Medica Scandinavica [Acta med. 
scand.] 134, 405-414, 1949. 14 refs. 


Among 75 patients with mumps encephalitis treated at 
Stockholm Epidemic Hospital in 1942-43, 15 had ill- 
effects 3 to 5 years afterwards. Most patients had mild 
symptoms—deafness, vertigo, headache, fatigue, irasci- 
bility, or lack of concentration. One patient had 
endogenous obesity. Three patients suffered respectively 
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from total unilateral deafness, severe epilepsy, and severe 
vestibular dizziness. In several cases the electro- 
encephalogram was abnormal. Although no relation- 
ship existed between the findings in spinal fluid at the 
acute stage and later symptoms, the risks of lasting ill- 
effects appeared greater where distinct encephalitic 
symptoms were present at the acute stage. 
A. Wynn Williams 


792. Arthralgia and Arthritis Caused by Infectious 
Hepatitis. [In English] 

E. KLEMOLA and S. TORMA. Annales Medicinae Internae 
Fenniae [Ann. Med. intern. fenn.] 38, 161-166, 1949. 


The authors regard “‘ arthralgia ’’ as a lesion of a joint 
associated clinically with local pain, stiffness, and 
tenderness on pressure. On the other hand, when swell- 
ing of the joint is present, the patient is said to have an 
* arthritis’. However, “it was often difficult for the 
patient to distinguish the muscle pain from the joint 
pain”. On the basis of such a group of clinical premises 
an investigation was carried out on the joint manifesta- 
tions of 150 patients (93 female and 57 male; 82 less and 
68 more than 30 years of age) who suffered from infective 
hepatitis. Jaundice developed in all cases. The joint 
manifestations were present in the pre-icteric stage in 
18 patients, in the pre-icteric and icteric stages in 19, 
and in the icteric in 9 only. Often “arthritis” or 
‘“‘arthralgia’’ was the presenting feature of the disease and 
it lasted for periods varying from a week to 34 months. 

The authors go so far as to suggest that the presence of 
** arthralgia’ or “‘ arthritis’? may be of value in the 
differential diagnosis of jaundice. I. H. Milner 


See also Section Medicine: General, Abstract 602. 


793. Cultivation of Fixed Rabies Virus in Embryonated 
Duck Eggs 

H. M. Powe it and C. G. CULBERTSON. Public Health 
Reports, Washington [Publ. Hlth Rep., Wash.] 65, 400- 
401, March 24, 1950. 


Fertile duck eggs were incubated for 7 days at 37° C., 
and their yolk sacs were then injected with doses of 
0:2 ml. of 10~* dilutions of rabies seed virus obtained 
from infected mouse brain. The eggs were then incu- 
bated for 14 days at 35° to 36°C. Three serial passages 
were carried out and mice were successfully immunized 
with the passage virus. G. M. Findlay 


794. Adventures Among Viruses. III. The Puzzle of 
the Common Cold 

C. H. ANpREwes. New England Journal of Medicine 
[New Engl. J. Med.] 242, 236-240, Feb. 16, 1950. 
10 refs. 


The author describes the lay-out of the Medical Re- 
search Council’s Common Cold Research Unit at Salis- 
bury, the precautions taken to prevent chance infection, 
and the methods by which colds are produced artificially 
in human volunteers. Definite evidence has been ob- 
tained that the responsible organism is a virus with a 
particle size of about 100 my (it may be smaller), and 
that it will survive for at least 2 years at a temperature of 


—76° C. Attempts to cultivate the virus in eggs have © 


been unsuccessful, as have been attempts to transfer the 
virus to animals. Even in human beings only about 60% 
of inoculated subjects show signs of clinical infection. 

The latter part of the paper is devoted to a discussion 
of the epidemiology of the common cold, its probable 
mode of transmission, and the duration of immunity 
following a cold, without any very definite conclusions 
being reached. 

[This paper, being itself a summary, cannot easily be 
abstracted.] R. Hare 


795. Generalized Cytomegalic Inclusion Disease 

J. P. Wyatt, J. SAxTON, R. S. Lee, and H. PINKERTON, 
Journal of Pediatrics [J. Pediat.] 36, 271-294, March, 
1950. 8 figs., bibliography. 


This paper from St. Louis, U.S.A., deals with the 
condition in infants (very rare in adults) known as 
“inclusion disease ’’, generalized salivary gland virus 
infection’, ‘protozoan cell disease”’ and foetal 
erythroblastosis *. The diagnosis has invariably been 
made post mortem when the characteristic nuclear and 
cytoplasmic inclusion bodies were found in various 
organs. The inclusions are identical with those observed 
at necropsy in the salivary glands of from 10% to 32% of 
all stillborn infants and live-born infants who have died, 
regardless of the cause of death. Previously, only 
62 cases of generalized disease had been reported, 
including 2 in adults: an additional 6 are now described. 
The affected cells are gigantic, measuring up to 35 p 
in diameter. In 2 patients the viral hepatitis caused 
cirrhosis of the liver. G. M. Findlay 
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796. Use of Curare in the Treatment of Anterior Polio- 
myelitis 

A. G. Bower, O. L. HUDDLESTON, and D. HovsEPIAN. 
American Journal of Medicine [Amer. J. Med.] 8, 160-168, 
Feb., 1950. 17 refs. 


At Los Angeles County Hospital 40 cases of polio- 
myelitis were treated with “ intocostrin’’, since much 
attention has been paid of late to the muscle spasm found 
early in the disease and to the relief obtained by over- 
coming the spasm by the application of various forms of 
dry and moist heat. The authors insist that curare 
administration, first used by Ransohoff in 1945, is of no 
value alone but must be combined with physiotherapy 
consisting of passive stretching combined with active 
exercises for 20 to 40 minutes after each injection; the 
latter should consist of 0-9 to 1-5 units of intocostrin per 
kg. body weight 2 to 3 times daily (20 units is equivalent 
to 3 mg. tubocurarine). © 

The age of treated patients ranged between 2 and 34. 
All had severe muscle spasm, or severe bulbar symptoms, 
or had great difficulty in synchronizing their breathing 
with the respirator. No control patients were studied. 
In 30% muscle spasm alone was present, the rest showing 
also a varying degree of paralysis. Eleven patients were 
discharged symptom-free but 2 later relapsed; 6 showed 
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only slight improvement; in 6 patients severe pain 
developed in the region of the joints, due to the drug. 
Of the 10 patients with severe disease 4 made satisfactory 
recovery and 6 died. In this group, curare was found 
most valuable in the early phases, especially when the 
patients were not co-ordinating their respiration with the 
machine. The authors believe that curare saved at least 
one and possibly 3 from asphyxia due to laryngeal and 
intercostal spasm. Patients showing gross paralysis 
were “ not benefited greatly’. The authors believe that 
curare, combined with physical therapy, is of value in 
early cases of poliomyelitis in which muscle spasm is a 
more prominent feature than paralysis, and in certain 
severer Cases requiring treatment in the respirator, when 
it is advisable to reduce the dosage of the drug. 

[The obvious weakness of this paper is that it deals with 
only one aspect of the disease, muscle spasm. The 
conclusion is analogous to the claim that a drug is 
valuable in the treatment of pneumonia because it lowers 
the respiratory rate, without consideration of its effect on 
mortality or complications. The whole thesis also 
depends on the assumption that spasm is in itself 
deleterious to the muscles, and this has never been 
proved. Moreover, the use of early active and passive 


‘movements is still very controversial and may yet prove 


to be harmful.] M. H. Pappworth 
797. Preliminary Note on a Complement Fixation 
Reaction in Acute Anterior Poliomyelitis. (Vorlaufige 
Mitteilung einer Komplementbindungs-reaktion _ bei 
Poliomyelitis anterior acuta) 

E. SEMENITZ and F. RuscH. Schweizerische Medizinische 
Wochenschrift (Schweiz. med. Wschr.] 80, 412-413, 
April 22, 1950. 3 refs. 


798. The Vibratory Sense in Poliomyelitis. [In 
English] 

M. IVERSEN. Acta Medica Scandinavica [Acta med. 
scand.| 137, 79-86, 1950. 4 figs., 10 refs. 


The author examined the vibration sense in the limbs 
of 40 normal subjects and of 10 patients with polio- 
myelitis. The instrument used was a pallaesthesiometer 
consisting of a resistance coil suitably adapted. The 
amplitude threshold was determined at various test points 
at which bony prominences lay close to the skin. The 
vibration sense was not impaired in poliomyelitis. 

E. Neumark 


799. Excretion of Poliomyelitis Virus in Monkeys Used 
for Testing Material of Human Origin 

A. J. STEIGMAN and A. B. SaBin. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 73, 278-281, Feb., 1950. 11 refs. 


Monkeys were inoculated intracerebrally with washings 
of throat swabs from human cases of poliomyelitis, 
intra-abdominally with ether-treated stool extracts, and 
intranasally with untreated stool suspensions. They were 
killed on the first day of paralysis, and the colon was 
removed aseptically. The contents were removed with- 
out disturbing the mucosa and stored in dry ice; after 
emulsification with distilled water, sedimentation, 
treatment with 20% by volume of ether, and centrifuga- 
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tion at 2,000 and 13,000 r.p.m., I-ml. amounts were 
injected intracerebrally and 10 to 20 ml. intraperitoneally 
into monkeys while 1 ml. of the sediment was instilled 
into each nostril for about 6 days. If there were no 
paralysis after 7 days, a second intracerebral inoculation 
was given. By this technique it was shown that polio- 
myelitis virus was present in the stool contents only 
when the interval between the onset of paralysis and the 
last intranasal instillation of human stool material was 
4 days or less; although there might be paralysis in 
animals where the interval was 5 to 18 days, no virus 
could be demonstrated in the stool contents. This 
suggests that in monkeys the virus present in the stools 
up to 4 days after intranasal inoculation is the surviving 
virus which has been swallowed during intranasal inocula- 
tion, and that there is no actual proliferation of the virus 
in the alimentary tract or elimination by centrifugal 
spread from the central nervous system. R. Hare 


800. Acute Poliomyelitis. Relation of Physical Activity 
at the Time of Onset to the Course of the Disease 

D. M. HorstMANNn. Journal of the American Medical 
Association [J. Amer. med. Ass.] 142, 236-241, Jan. 28, 
1950. 2 figs., 10 refs. 


This investigation was undertaken as an extension of 
the work of Russell (Brit. med. J., 1947, 2, 1023; 1949, 
1, 465) and Hargreaves (Brit. med. J., 1948, 2, 1021) on 
the relation of physical activity to the course of polio- 
myelitis. They found that patients who developed 
severe paralysis gave a history of continuing physical 
activity after the onset of symptoms, and the author 
confirms that finding. Her observations were made 
during 1948 in three epidemics widely separated geo- 
graphically in the U.S.A. In 411 cases, inquiry was 
made into physical activity undertaken by the patient 
during the 3 days before and the 3 days after the onset of 
symptoms. Where there had been two distinct phases 
in the illness, the activity history for the 3 days before 
and after the onset of the first phase was also taken. 
(The terminology of the clinical stages of poliomyelitis 
has varied from time to time and is confusing. Where 
the course of the illness is biphasic or ‘* dromedary ” 
the first phase, in which symptoms are non-specific, has 
been called the “* minor illness *’ and the second phase, 
in which symptoms referable to the nervous system 
appear, the “major illness”. The author prefers 
“minor”? and “ major”’ to “ first’? and second” 
because of the frequent absence of one or other of the 
phases). Physical activity was graded as 0 (bed rest), 
+ (minimal activity), -++ (moderate activity for half day) | 
and ++ to +++-4+ (full-day moderate to heavy 
activity). Activity, whether strenuous or not, before and 
during the minor illness and for the 3 days before the 
major illness did not influence the development or 
severity of the paralysis; but when activity was continued 
after the onset of the major illness there was a significant 
increase in the incidence and severity of subsequent 
paralysis. The critical time seemed to be the first 
24 to 48 hours of the major illness, when symptoms are 
often mild. The reverse was also true: among patients 
who went to bed during the early stages of their major 
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illness, or engaged in minimal activity only, the percentage 
of non-paralytic cases was significantly higher than the 
average. By contrast, the severity of bulbar poliomye- 
litis did not appear to be influenced by physical activity. 
In commenting on her findings, the author discusses 
the following points: (1) The frequent occurrence in 
_ the early stages of the disease of restlessness and irrit- 
ability, sometimes with severe backache relieved only by 
walking about, suggests that in some cases the physical 
activity may be stimulated by the disease rather than that 
the disease is aggravated by physical activity undertaken 
voluntarily. However, in the majority of cases the 
restlessness was not extreme, and the history was of 
continuing normal work. (2) The effect of physical 
activity and of peripheral nerve section on the anterior 
horn cells and their susceptibility to poliomyelitis virus 
has been studied experimentally and some evidence 
obtained to support the theory that the effect of activity 
on the anterior horn cells is a direct one. (3) The 
existence of virus in the central nervous system before 
the onset of paralysis has been demonstrated in monkeys. 
During this preliminary period, if it exists, as is probable, 
in man, many factors, including physical activity, may 
determine the pattern of damage to the nervous system. 
Maurice Mitman 


801. Electrocardiographic Observations During a Polio- 
myelitis Epidemic 

H. A. BRADForRD and L. L. ANDERSON. Annals of 
Internal Medicine [Ann. intern. Med.] 32, 270-278, Feb., 
1950. 3 figs., 7 refs. 


In the severe epidemic of poliomyelitis in Colorado in 
1946, electrocardiograms were obtained within 2 months 
of the onset of the disease in 155 cases. Of these, 
135 were normal. Seven of the abnormal records were 
obtained from among the 41 cases with bulbo-spinal 
involvement, and 2 from among the 9 cases with bulbar 
involvement. Of the 20 abnormal electrocardiograms, 
16 showed T-wave changes: 4 showed the changes in 
chest leads, 7 in the limb leads, and 5 in both chest and 
limb leads; 2 showed evidence of right ventricular 
strain and 2 showed slight A-V conduction defects. 
Both patients whose electrocardiograms suggested right 
ventricular strain had pulmonary oedema with severe 
bulbo-spinal involvement; one of them died. 

William A, R. Thomson 


802. Poliomyelitis. I. Bulbar Poliomyelitis; A Study 
of Medullary Function 

A. B. BAKER, H. A. MATZKE, andJ.R. Brown. Archives 
of Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 63, 257-281, Feb., 1950. 12 figs., bibliography. 


This study is based on the histological examination of 
the medulla in 80 fatal cases of bulbar poliomyelitis. 
Whereas the clinical results of damage to the cells of the 
nucleus ambiguus due to the poliomyelitis virus are well 
known, the authors were particularly concerned with 
lesions in the reticular substance of the medulla and their 
relation to the clinical picture. In the reticular substance 
there are small cells, especially in the ventro-lateral 
area, and involvement of these appears to result in 
disturbance of respiration, irregularity of rhythm and 


depth, periods of apnoea, and finally cessation of 
breathing. The large cells which are situated in the 
ventro-medial area are concerned with the medullary 
control of the circulation, and damage to these cells 
causes symptoms of vasomotor disturbance, with 
irregularities of pulse rate and blood pressure and 
terminal circulatory failure. These two groups of cells 
may be involved in different degrees in bulbar polio- 
myelitis, but in rapidly fatal cases both groups are 
severely affected. J. W. Aldren Turner 


See also Section Microbiology, Abstracts 557-8. 


RICKETTSIAL INFECTIONS 


803. Chloramphenicol in the Treatment of Epidemic 
Typhus in North Africa. (La chloromycétine dans le 
typhus épidémique nord-Africain) 

E. BENHAMOU, F. DesTAING, and A. SORREL. Presse 
Médicale [Pr. méd.] 58, 317-319, March 25, 1950. 5 figs., 
15 refs. 


The treatment of louse-borne typhus with chlor- 
amphenicol in North Africa is described, 3 cases being 
discussed in detail. The initial dose was 2 to 3 g,, 
followed by 0-25 g. every 2 hours until the temperature 
fell. Chloramphenicol was a little slower in action than 
aureomycin, though it brought the temperature down to 
normal in from 3 to 5 days. The advantage of chlor- 
amphenicol is that it deals with both typhoid and typhus. 
Where full laboratory facilities are not available it may 
not be easy to distinguish these diseases since even in 
typhus there may be an anamnestic increase in typhoid 
and paratyphoid agglutinins. If insufficient doses of 
chloramphenicol are given typhus patients may relapse. 
Toxic effects consist of nausea, vomiting, irritation of 
the digestive tract, raw red tongue, and burning at the 
anus. The blood pressure rose as the clinical condition 
improved. G. M. Findlay 


804. Siberian Tick Typhus. Relation of the Russian 
Strains to Rickettsia prowazeki 

T. T. Crocker, B. L. BeNNeTT, E. B. JACKSON, M. J. 
SNYDER, J. E. SMADEL, R. L. GAULD, and M. K. GORDON. 
Public Health Reports, Washington [Publ. Hlth Rep., 
Wash.] 65, 383-394, March 24, 1950. 17 refs. 


Siberian tick typhus has been reported from Central 
Asia, Central Siberia (Krasnoyarsk area) and the 
Maritime Provinces (Khabarovsk area) of the Far East. 
It is an acute febrile illness occurring in the spring and 
summer, its incidence being closely related to the number 
and activity of ticks. East of Lake Baikal the trans- 
mitting ticks are believed to be Haemaphysalis concinna 
and Dermacentor silvarum, and in Central Asia and 
Western Siberia Dermacentor nuttali. The rickettsiae 
are believed to be passed through the egg and the actual 
animal reservoir is not known, though the suslik, a type 
of ground squirrel, may be involved. Four strains, 
purporting to represent the rickettsiae of Siberian tick 
typhus, were obtained from Russia and were studied at 
both the Rocky Mountain Laboratory and the Army 
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Medical Department Research and Graduate School, 
Washington. All the Russian strains were indistinguish- 
able from each other and from the Breinl strain of louse- 
borne typhus. Guinea-pigs immune to a Russian strain 
are not protected against infection with the organisms of 
either North Queensland tick typhus or South African 
tick-bite fever. The cross-immunity reactions displayed 
by the four Siberian strains in these tests are different 
from those reported by Russian investigators. If these 
rickettsial strains are really the causal agent of Siberian 
tick typhus it is possible that R. prowazekii may be 
maintained in nature by a rodent-tick cycle. 

[The full bibliography includes the titles, with English 
translations, of all the relevant Russian communications 
on Siberian tick typhus.] G. M. Findlay 


805. Q Fever Studies in Southern California. XI. 
Recovery of Coxiella burnetii from Milk of Sheep 

W. L. JELLISON, H. H. WexsnH, B. E. Exson, and R. J. 
HueBNerR. Public Health Reports, Washington [Publ. 
Hith Rep., Wash.] 65, 395-399, March 24, 1950. 5 refs. 


Among 300 patients with Q fever in Southern California 
2 gave histories which suggested sheep as being the source 
of infection. Q-fever antigens gave positive complement 
fixation with sera from sheep in one flock. Milk from 
these sheep produced Q fever in guinea-pigs and a strain of 
Rickettsia burnetii was established in guinea-pigs infected 
with milk. G. M. Findlay 


806. A Hypersensitivity Test to the Antigen of Q Fever 
in Subjects from Oubanghi-Chari (French Equatorial 
Africa) with an Exanthem Accompanied by Enlarged 
Lymph Nodes and Signs of Pulmonary Stasis. (Test 
@hypersensibilité 4 l’antigéne de la fiévre Q chez des 
sujets d’Oubanghi-Chari (Afrique équatoriale frangaise) 
ayant presenté une affection exanthématique s’accom- 
pagnant d’adénopathies et de signes de stase pulmonaire) 
P. Grroup and P. Le Gac. Comptes Rendus Hebdom- 
adaires des Séances de Il’ Académie des Sciences [C.R. 
Acad. Sci., Paris] 230, 1803-1805, May 15, 1950. 


Three strains of Rickettsia burnetii have been isolated 
from patients suffering from Congo red fever in French 
Equatorial Africa. An antigen prepared from these 
rickettsiae when injected intradermally in a dose of 
0-1 ml. causes a raised red papule in those who have 
suffered from the disease less than 6 months previously. 
In one subject, instead of a local reaction, there was a 
general reaction with fever, sweating, vomiting, and 
considerable distress. G. M. Findlay 
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807. False Positive Reactions to the Schick Test. 
Incidence and Interpretation 

P. ConeNn, H. SCHNECK, and E. Dusow. Journal of the 
American Medical Association [J. Amer. med. Ass.| 142, 
390-392, Feb. 11, 1950. 3 figs., 16 refs. 


The authors compared the results of the Schick test in 
114 young pregnant women with the circulatory diph- 
theria-antitoxin titres. All Schick-negative reactors had 


more than 0-01 unit per ml. One out of 4 Schick-positive 
reactors also had more than this and in many cases more 
than 1 unit per ml. The latter showed the following 
features: (1) a moderately positive reaction to toxin; 
(2) no reaction to the control; (3) a strongly positive 
Moloney test. They do not require immunization and 
have severe reactions after the toxoid injections. The 
authors conclude that the present Schick-test technique is 
significant if the reaction is negative, but that there is 
some inaccuracy when the reaction is positive. They 
believe that the heating process, in destroying the toxin, 
also alters the other proteins so that they are no longer 
capable of causing a reaction in the control. They 
suggest that the Schick test should be performed with 
two controls, one of toxoid and the other of diphtheria 
protein material, and that the present heated toxin should 
be discarded; alternatively, a purified toxin solution 
which requires no control should be used. Determina- 
tion of blood antitoxin titre is advised in cases of persis- 
tently positive reaction after active immunization. 

[That some positive Schick reactors are immune to 
diphtheria has long been known, but a figure of 25% is 
high. Tests on non-pregnant women of the same age 
might give different results. The immunization of false 
Schick-positive adults being associated with severe 
reactions, a preliminary Moloney test appears advisable, 
but it is doubtful whether with the two controls suggested 
these cases would really be detected. Most authorities 
when dealing with difficult or doubtful Schick readings, 
and for purposes of research, advocate titration of the 
circulatory diphtheria antitoxin.] 

L. J. M. Laurent 


808. Aureomycin in the Treatment of  Influenzal 
Meningitis 

M.E. Drake, J. E. BRADLEY, J. IMBURG, F. R. MCCRUuMB, 
and T. E. Woopwarb. Journal of the American Medical 
Association [J. Amer. med. Ass.] 142, 463-465, Feb. 18, 
1950. 7 refs. 


~ Seven children varying in age from 5 months to 
34 years have received aureomycin for meningitis due to - 
Haemophilus influenzae. The antibiotic was given orally 
in 2 cases and intravenously and orally in the remainder. 
The average total dose was 10-3 g. over an average period 
of 13-7 days. One patient was cured by as little as 
2:7 g. There is some evidence that a daily dose of 
600 mg. is inadequate, but good results were obtained, 
for instance, in a boy of 2 years, with 750 mg. by mouth 
followed by 250 mg. every 4 hours. For intravenous 
therapy 100 mg. is followed by 50 mg. every 6 hours. 
All the patients recovered and no toxic results were 
noted. G. M. Findlay 


809. A Report on Combined Sulfonamides—Penicillin 
Treatment of Acute Purulent Meningitis and a Follow-up 
Study. [In English] 
T. TorstENSON. Acta Paediatrica [Acta paediatr., 
Stockh.] 37, 377-390, 1949. 14 refs. 


Thirty cases of non-meningococcal purulent meningitis 
treated in the Children’s Hospital, Gothenburg, between 
1945-7 have been followed up for not less than 6 months. 
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The following routine treatment was used. “ Sulfa- 
dimin” (2-sulphanilamido-4-methylpyrimidine) was 
given in amounts sufficient to produce a concentration in 
cerebrospinal fluid of 8 to 10 mg. per 100 ml.; this 
involved a daily oral dose of about 0-1 g. per kg. body 
weight; 200,000 units of penicillin were given intra- 
muscularly in eight doses daily, and 10,000 units of 
penicillin in 10 ml. saline intrathecally daily. Nine cases 
were due to the pneumococcus and 10 to Haemophilus 
influenzae, and in 11 the causative organism was not 
identified. 

The results are carefully analysed and the following 
conclusions are drawn. Three patients out of 30 died, as 
opposed to 19 out of 29 in a previous similar series treated 
with sulphonamides alone. Of the 27 survivors 12 were 
left with psychasthenic and 5 with organic neurological 
defects. [The specificity of the psychological sequelae is 
not very apparent from the information given.] Results 
in cases of pneumococcal infection tended to be less 
favourable. Prognosis improved with age of onset and 
early institution of treatment. No serious complications 
were observed as a result of the treatment used. 

T. A. A. Hunter 


810. Observations on Chloramphenicol 
J. D. Gray. Lancet [Lancet] 1, 150-156, Jan. 28, 1950. 
13 figs., 4 refs. 


Chloramphenicol (‘‘ chloromycetin’’) was used in 
treating a number of children with pertussis. The 
antibiotic was given orally in the following doses: under 
1 year, 100 mg. per kg. body weight as a loading dose 
followed by 60 mg. 3-hourly; 1 to 3 years, 100 mg. per 
kg. body weight followed by 125 mg. 3-hourly; over 
3 years, 100 mg. per kg. followed by 250 mg. 3-hourly. 
The course of treatment usually lasted for 4 to 5 days. 
Cases are assessed in two groups: (A) those in the first 
2 weeks of illness (16 cases); (B) those in the third and 
fourth weeks of illness (15 cases). Seven patients in each 
group received chloramphenicol, the remainder serving 
as controls. The general impression of the effect of 
treatment was that within 24 hours there was a reduction 
in the length of the spasms and whooping or vomiting 
might cease. Within 72 hours the harsh cough changed 
to a soft exudative cough, and the number of bouts had 
fallen to 3 to 5 perday. Two charts show very clearly the 
difference between the treated children and the controls 
in both groups. There was no observable effect upon the 
lymphocyte count. Because of the bitter taste which 
made administration difficult, rectal administration was 
attempted, but the effect was disappointing. Some of the 
patients did not respond satisfactorily to oral treatment; 
it is suggested that inadequate dosage was the reason. 
In several patients peculiar relapses occurred, relief 
being obtained for 3 to 4 days after which the number of 
paroxysms increased and approached the pre-treatment 
level. The recrudescence lasted for from 3 to 5 days, 
after which, although no more chloramphenicol was 
given, coughing again lessened. One child developed 
an acute hyperergic reaction one hour after receiving 
the loading dose. Although no further antibiotic was 
given the symptomatic relief was excellent. 


Experiments upon 4 healthy patients showed the 
dramatic clearing of the nasopharyngeal flora one hour 
after administration of chloramphenicol. It took some 
72 hours before the flora returned to normal. This 
effect is not, however, uniform. In following the course 
of this sterilization of the upper respiratory tract, it 
has occasionally been observed that appearance of a 
pure culture of Streptococcus pyogenes or Staphylococcus 
aureus heralds the return of organisms to the throat, 
These are in turn outgrown by «-streptooccci, diph- 
theroids, and, last of all, Neisseria catarrhalis. 

A transient ophthalmoplegia was often noted after the 
loading dose. The blurring effect on near vision lasts for 
about an hour and appears to coincide with high antibiotic 
levels of the order of 50 zg. per ml. of blood. 

[The results are discussed with natural reserve as 
regards the effect upon pertussis. Undoubtedly the most 
interesting part of the report is the apparently indiscrimin- 
ate bacterial holocaust which occurs with such speed after 
treatment starts. ] T. Anderson 


See also Section Hygiene and Public Health, Abstract 
427. 


811. Treatment of Salmonellosis with Choramphenicol 
(“ Chloromycetin ’’). (Toepassing van chloromycetine 
bij typheuze salmonelloses) 

J. E. MINKENHOF. WNederlandsch Tijdschrift voor Genee- 
skunde [Ned. Tijdschr. Geneesk.] 93, 4366-4371, Dec. 31, 
1949. 38 refs. 


Sulphathiazole and penicillin do not influence the 
course of salmonellosis. Administration of 3 g. chlor- 
amphenicol (1 g. for children under 5) daily for about a 
week (divided into six doses a day) to 5 patients with 
typhoid fever and 10 with paratyphoid B infection led 
to the disappearance of the manifestations within a few 
days. Vi-agglutination is an unreliable guide in the 
detection of typhoid carriers. Chloramphenicol failed 
to cure the typhoid carrier-state in 4 cases. Combined 
treatment with penicillin and sulphathiazole did not 
free other carriers from Salmonella typhi. A method of 
determining the chloramphenicol content of the serum 
is described.—[Author’s abstract—(Excerpta Medica).] 


812. Aureomycin Treatment of Brucellosis. 
micina nella terapia dell’infezione brucellare) 
G. AMANIERA. Giornale di Clinica Medica [G. Clin. 
med.] 31, 131-151, Feb., 1950. 3 figs., 11 refs. 


The author reports the treatment with aureomycin of 
18 cases of infection with Brucella melitensis: some of 
these also gave an agglutination reaction with Br. abortus. 
In 7 cases the disease had lasted about | month, in 4 cases 
2 months, in 2 cases 3 months, and in another case 
7 months [according to the tabulated results: the 
clinical notes of case 16, however, suggest a duration of 
over | year]. 

Previous treatment included intravenous administra- 
tion of vaccines alone in 9 cases, a combination of these 
with streptomycin in 2 cases, vaccine as well as sulpha- 
diazine and neoarsphenamine in another case, penicillin 
with sulphadiazine and streptomycin in another case, and 
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previous administration of aureomycin in 2 cases, in 
1 of which sulphadiazine had also been administered. 

The total aggregate amount of aureomycin given by the 
author varied from 4 to 28 g. The drug was given by 
mouth starting with 1-5 g. in divided daily doses for the 
first 3 or 4 days, and following with 1 g. daily. Admini- 
stration was usually followed by a slight rise in tempera- 
ture, the curve then falling within a few hours and soon 
becoming normal. Twice in one case the stopping of 
the drug was followed by the reappearance of fever. 

In all but 3 of the cases the author claims a complete 
cure and the disappearance of joint symptoms. The 
3 cases excepted included the 2 cases in which aureomycin 
had been previously given in doses which the author 
considers insufficient. 

Alleged symptoms of intolerance were noticed in half 
the cases, the alimentary tract being involved with 
occurrence of nausea, dry throat, heartburn, vague 
abdominal pain, and diarrhoea (in 3 cases). 

J. Cauchi 


813. Choramphenicol (‘‘ Chloromycetin ’’) in the Treat- 
ment of Two Cases of Tularaemia. (Deux cas de tula- 
rémie traités par la chloromycétine) 

F. KARCHER. Presse Médicale (Pr. méd.] 58, 96, Feb. 4, 
1950. 2 figs., 1 ref. 


Two cases of tularaemia occurred in father and son 
who had tasted the marinade in which the meat of a hare 
was soaking before being cooked. The other members 
of the family ate the cooked meat and did not fall ill. In 
both, the onset was sudden, with headache, backache, 
high temperature, and a swelling of the submaxillary 
nodes; one, however, complained of diarrhoea and the 
other of constipation. Both were treated with chlor- 
amphenicol with the difference that the father received 
an initial dose of 3 g. and the son 2 g.; subsequently the 
father received 0-25 g. 2-hourly and the son the same 
amount 3-hourly. Twenty-four hours later both felt 
quite well and were free of all symptoms; a relapse, 
however, occurred after 3 days with exactly the same 
symptoms. The administration of chloramphenicol 
was repeated and continued for 6 days. An agglutina- 
tion test showed a positive result for tularaemia up to a 
dilution of 1 in 500. According to the author the effect of 
chloramphenicol is more rapid than that of streptomycin. 

Franz Heimann 


814. Pseudotuberculosis in Man. (Ueber Pseudo- 
tuberkulose beim Menschen) 

A. HAssiGc, J. KARRER, and F. PuUSTERLA. Schweizerische 
Medizinische Wochenschrift [Schweiz. med. Wschr.] 79, 
971-973, Oct. 15, 1949. 22 refs. 


A report is given of 2 cases of pseudotuberculosis in 
men aged 69 and 60 years respectively. In both cases 
an atypical onset was followed by development of a 
septic condition which terminated fatally in 2 to 3 weeks. 
The diagnosis of pseudotuberculosis was not reached until 
the necropsy. Pigmentary cirrhosis of the liver was 
Observed in both cases. Bacteriological tests showed the 
agent to be Pasteurella pseudotuberculosis rodentium. 

M. Aufdermaur (Excerpta Medica) 
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815. Current Status of the Chemotherapy of Tuber- 
culosis in Man 

STREPTOMYCIN COMMITTEE OF THE VETERANS ADMINISTRA- 
TION. Journal of the American Medical Association [J. 


Amer. med. Ass.) 142, 650-653, March 4, 1950. 6 refs. - 


In this report, medical officers of the U.S. Veterans 
Administration, Army and Navy, summarize their 
experiences with streptomycin since 1946, discussing 
changes in thought and practice since they last published 
a report in 1948. Forty-two hospitals contributed 
results in 7,000 cases of all types of tuberculosis treated 
by 22 different regimens. 

Streptomycin ‘* can never (or hardly ever) be counted 
on to cure tuberculosis”. Even in susceptible types, 
the relapse rate is from 5 to 10%; in pulmonary tuber- 
culosis it is about 35% in the first year. Of 66 patients 
with meningitis, 67°% died, concomitant miliary disease 
worsening the prognosis. It should be noted that the 
investigators insist on hospital admission of cases suitable 
for streptomycin and on careful working out of a plan 
of treatment. Surgical treatment when indicated should 
be undertaken early in the course of streptomycin. One 
gramme daily appears to be the optimum dose from the 
standpoint of both toxicity and effectiveness and may be 
given undivided; 0-5 g. (in 121 cases) led to less improve- 
ment and there were more relapses. Development of 
resistance can be only partially avoided by shortening 
courses (for example, to 42 days), and effectiveness is 
reduced. 

Mucosal lesions, draining cutaneous sinuses (with the 
necessary surgical treatment), and peritonitis responded 
well. In bone and joint disease (196 cases), improvement 
appeared to occur more rapidly and surgical procedures 
were facilitated. In genito-urinary disease, cystoscopic 
and symptomatic improvement was noted in approxi- 
mately 80° of cases, but renal destruction was little 
influenced. Miliary tuberculosis had a 50° survival rate 
with streptomycin, but this became zero when meningitis 
also was present. Of 55 patients surviving meningitis 
15% had residual defects in the central nervous system. 
Single intrathecal injections should not exceed 50 mg. 
and are possibly not necessary at all, since meningeal 
infection facilitates passage of streptomycin from the 
blood stream to the cerebrospinal fluid. 

Routine use of streptomycin before excision of lung 
is still advised, but later results (Nov., 1949) have not 
been so good as the earlier as regards frequency of 
complications. Possibly this is due to the choice of more 
hazardous cases, but many cases had also had a previous 
course of the drug which may have altered the type of 
disease or of bacillus. 

Dihydrostreptomycin is still under comparison with 
streptomycin, present results suggesting that it is perhaps 
slightly inferior in efficacy; though less toxic to the 
vestibular nerve in larger doses, it may produce loss of 
hearing. Neomycin is still too toxic for clinical trial in 
tuberculosis and myomycin does not yet exist in a suffi- 
ciently stable form. A pilot study on the thiosemi- 
carbazones is proceeding. 
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Fifty-six cases in which resistance to streptomycin 
developed were treated with p-aminosalicylic acid 
(P.A.S.) and 8-2% improved radiologically compared with 
40:9% of 132 streptomycin-sensitive cases treated with 
streptomycin. P.A.S. with streptomycin appeared to 
reduce liability to development of resistance (30°, after 
120 days compared with 80% with streptomycin alone). 
Amongst other drawbacks to P.A.S., the bacillus may 
become resistant to it. Gastro-intestinal disturbances 
did not appear to be reduced by the use of enteric-coated 
capsules. A single daily injection of the p-amino- 
salicylic acid salt of streptomycin is giving promising 
results. 

The use of interrupted regimens (doses of streptomycin 
every third day for 120 days or for 4 weeks followed by 
4 weeks’ rest) is being studied; this technique does appear 
to delay resistance, though it is not known whether there 
is a decrease in incidence of its development. 

J. V. Hurford 


816. Two-Year Follow-up Report of Patients with 
Miliary Tuberculosis Treated with Streptomycin 

P. A. BUNN. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 219, 127-132, Feb., 1950. 1 ref. 


The results of the treatment with streptomycin of 
100 cases of miliary and meningeal tuberculosis at a 
number of hospitals of the U.S. Veterans Administration 

are reported after a 2-year follow-up period. Each 
patient was given a daily intramuscular dose of 1°8 g. 
of the antibiotic for a period ranging from 100 to 185 
days. For meningitis the intramuscular treatment was 
supplemented by the intrathecal injection of 50 to 
100 mg. of streptomycin 3 to 7 times weekly for varying 
periods. After 12 months’ follow-up 24 patients were 
alive, but 3 of these patients succumbed within the next 
12 months and 2 others are not expected to survive. 
No fewer than 23 patients died within 2 weeks of 
the beginning of treatment. Thereafter, however, 
there was a progressive diminution in the number of 
patients dying in each successive period of 30 days, and 
amongst those still living after 6 months’ observation 
the survival rate was almost doubled. In the majority of 
cases death was due directly to the miliary or meningeal 
tuberculosis or to both. Three patients died from 
progressive, mainly pulmonary, tuberculosis. Only 
one death was due to a non-tuberculous disorder. 
Of the 21 survivors only one has evidence of active 
miliary or meningeal tuberculosis, although 6 others have 
active foci elsewhere. Residual disorders of the central 
nervous system or cranial nerves are present in 18 cases. 
However, 10 patients have returned to work or are 
capable of doing so and 2 patients are in the process of 
rehabilitation. Labyrinthine damage has not prevented 
any patient from working, although present in 81% of the 
survivors. 

It is concluded from analysis of these results that 
streptomycin therapy can bring about recovery in 
approximately 50% of cases of acute disseminated 
miliary tuberculosis, in approximately 20% of patients 
suffering from tuberculous meningitis, and in less than 
10% of patients with both conditions. Lumbar, puncture 
should be performed at regular intervals in cases of 


miliary tuberculosis, for meningitis is a common compli- 
cation and its early diagnosis is essential. Necropsies 
have indicated that treatment with streptomycin fails to 
prevent death from hydrocephalus and severe encephal- 
itis. It is suggested that better results may be achieved 
by the intelligent use of supplementary measures such as 
fibrinolysins, anticoagulants, sulphones, and para- 
aminosalicylic acid. A. Garland | 


817. Streptomycin—Promizole Therapy of Miliary and 
Meningeal Tuberculosis in Children 

E. M. LIncoLn and T. W. Kirmse. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 61, 159-170, Feb., 
1950. 14 refs. 


Streptomycin and promizole” (4 : 2’-diamino- 
phenyl-5’-thiazolylsulphone) were used in combination 
in the treatment of 24 children with miliary and/or 
meningeal tuberculosis. Patients with miliary tuber- 
culosis were given streptomycin intramuscularly in a dose 
of 1-0 g. daily for 120 days, and promizole by mouth 
in amounts sufficient to obtain concentrations in the 
blood of 1-0 to 3-0 mg. per 100 ml. The dosage of 
promizole varied according to age, and was from 1 to 
8 g. daily. Children between 2 and 5 required smaller 
amounts to attain adequate levels than did infants and 
older children. Treatment with promizole is to be 
continued for 3 years. Cases in which meningeal tuber- 
culosis was present on admission, or developed in the 
course of miliary infection, received treatment as above, 
supplemented by intrathecal injections of streptomycin 
in a dose of 0-05 to 0-1 g. daily or every second day, until 
a total of 40 intrathecal injections had been given. 

Of 13 children with miliary tuberculosis, 9 are alive 
10 to 27 months after the beginning of treatment, and all 
but 2 have made a full clinical recovery. Two patients 
have been under treatment for too short a period to 
assess prognosis. Two children have died, one on the 
6th day of treatment and the other following a relapse. 

Of 21 children with meningitis, including 5 cases 
of miliary tuberculosis in which meningitis supervened, 
16 have survived for periods ranging from 3 to 27 months 
from the commencement of treatment. Four of the 
5 fatal cases were in infants under the age of 14 months, 
and in a moderate to advanced stage of the disease at the 
time treatment was started. A few of the survivors are 
afflicted with deafness, blindness, or hemiplegia, but 
these sequelae are responding to treatment. 

Toxic side-effects of promizole (cyanosis, enlargement 
of the thyroid gland, cholesterolaemia) were less in 
evidence when the drug was given in combination with 
streptomycin than when, in a previous study, the sulphone 
was given alone, but this may have been due to a more 
gradual increase in dosage. In no case was it necessary 
to discontinue promizole because of symptoms of 
toxicity. The now well-recognized toxic manifestations 
of streptomycin were frequently encountered in this 
study, especially when the drug was given by the intra- 
thecal route. 

The authors stress the importance in prognosis of early 
recognition of the clinical picture of tuberculous menin- 
gitis. They regard a low or declining sugar content as 
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the most informative change in the cerebrospinal fluid. 
In treated cases a return to normal of the colloidal gold 
curve and a negative Levinson test indicate a favourable 
response to therapy. G. B. Forbes 


818. Results of Treatment of Miliary Tuberculosis and 
Tuberculous Meningitis with Streptomycin: a Year’s 
Experience. (Résultats du traitement de la méningite 
tuberculeuse par la streptomycine aprés une année 
d’expérience) 

J. VALTis, S. MANGRIOTI, and S. CAPETANAKI. Presse 
Médicale {Pr. méd.] 58, 140-141, Feb. 11, 1950. 


819. Tuberculous Meningitis in Children. Rhythm of 
Treatment, Prognosis, and Results 

D. MacCartuHy and T. P. MANN. Lancet [Lancet] 1, 
341-349, Feb. 25, 1950. 6 figs., 6 refs. 


The authors review the treatment of tuberculous 
meningitis in 43 children (all under 7 years of age, except 
2 aged 8), admitted to hospital between January, 1947, 
and June, 1948. Of these, 41% survived a minimum 
observation period of 16 months. In 40 cases, bacterio- 
logical proof was obtained from films (47%), culture 
(63%), or guinea-pig testing (88%); other findings con- 
firmed the diagnosis in the remaining three. 

Length of history is a doubtful guide to duration of 
tuberculous meningitis, and the latter is more closely 
parallel to the intracranial pressure—in its turn reflected 
in the mental state. The authors classify the mental 
state in four stages: (1) mentality of a “sick child ”’, 
with drowsiness, irritability, and headache; (2) delirium 
and confusion; (3) stupor, either (a) accessible to simple 
commands or (b) inaccessible (speech or sight); (4) coma 
—absolute unconsciousness. The mental state of all but 
3 of the children could be so assessed, as shown in the 
table. 


Mental State Recovered Died Total 
Stage 1 ap RY: 10 8 18 
Stage 2 3 5 
Stages 3 and 4 ei z 15 17 
Not assessed .. a 1 2 3 

43 


It was found that the existence of an active primary 
focus in the chest worsened the prognosis of tuberculous 
meningitis. 


Total Dead Alive 
Primary complex ne 19 16 3 
No primary complex . . 24 13 11 


Results were of course better and relapses less common 
when streptomycin administration was immediate rather 
than delayed. In the cerebrospinal fluid (C.S.F.) the 
first element to return to normal is the glucose, next the 
cells, and last the protein. (But the essential first sign of 
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a return to normal is an improvement in the mental 
state). Fluctuations in cell count and protein content 
may continue for some time. After the last intrathecal 
injection of a course, the C.S.F. is always abnormal 
whatever the clinical state. A persistently abnormal 
C.S.F. is a probable precursor of future recrudescence in 
cases in which meningitis has persisted though tem- 
porarily suppressed by streptomycin. Relapse, on the 
other hand, is probably due to re-infection from a small 
focus of meningitis; the C.S.F. may have never been 
quite normal and the relapse is likely to be signalized by 
typical clinical signs and symptoms. If diagnosed 
quickly and tackled promptly, recrudescence and relapse 
need not be fatal. Special watch on temperature, weight, 
headache, vomiting, and enuresis, and on mental and 
personality changes is advised. 

The authors discuss different regimens of treatment 
and conclude that when initial response is satisfactory 
recovery may most quickly be achieved by a 3-month 
course of combined intramuscular and _ intrathecal 
administration of streptomycin (not less than 50 intra- 
thecal injections) followed by intramuscular treatment 
until the C.S.F. has been normal on two occasions over a 
period of 3 months. J. V. Hurford 


820. Prognostic Factors in Streptomycin Treatment of 
Tuberculous Meningitis in Adults. (Eléments du prog- 
nostic de la méningite tuberculeuse de l’adulte traitée 
par la streptomycine) 

A. DE Coster, H. Durieu, P. Govaerts, and J. KENIs. 
Acta Clinica Belgica [Acta clin. belg.| 5, 42-65, Jan.- 
Feb., 1950. 31 refs. 


Intramuscular and intrathecal injections of strepto- 
mycin were given to 53 adults with tuberculous meningitis, 
but the rhythm of treatment varied; all cases were 
followed up for at least 12 months. Of 22 patients 
without signs of a focal brain lesion who had streptomycin 
treatment 13 died. Of 8 patients with uncomplicated 
meningitis who were treated continuously none died. 
Of 19 with signs of a focal lesion of the brain none 
survived. Of 34 with uncomplicated meningitis 13 
were alive 12 months after beginning treatment. Those 
with fibro-caseous pulmonary tuberculosis or with gross 
changes in the cerebrospinal fluid fared worse than 
patients with miliary pulmonary tuberculosis or no 
radiographically obvious lung disease, or patients with 
only minor alterations in the cerebrospinal fluid. If 
fever and mental changes persisted for a month after 
the beginning of treatment the outlook was poor. 
Choroidal tubercles were observed in 14 out of 50 cases 
and in 12 of the 14 with miliary shadows in the lung 
fields. J. R. Bignall 


821. Use of Streptomycin in Gastro-intestinal Tuber- 
culosis 

W. R. JoHNSON, R. E. Moyer, and W. S. SCHWARTZ. 
Gastroenterology [Gastroenterology] 14, 109-117, Jan., 
1950. 2 figs., 4 refs. 


The use of streptomycin intramuscularly is charac- 
terized by rapid and usually complete relief of the symp- 
toms of tuberculous enterocolitis and by varying degrees 
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of improvement in the x-ray appearance of the bowel. 
Control of this serious complication, formerly of such 
ominous prognostic significance, can now be promised 
with almost as much assurance as applies to the use of 
penicillin in pneumonia. The duration of such improve- 
ment in the presence of uncontrolled pulmonary disease is 
unknown and some increment of recurrence may be 
anticipated. 

Despite dramatic relief of enteritis, a disappointingly 
small percentage of these patients are restored to health 
by the use of streptomycin alone. The type and extent 
of the associated pulmonary disease, its responsiveness 
to streptomycin, and its suitability for compression 
therapy are major factors in the determination of the 
final, over-all result. 

Only 2 of our 18 patients were restored to health by 
streptomycin alone and one of these had minimal 
pulmonary disease. The 4 additional patients dis- 
charged as arrested cases had some form of compression 
therapy (phreniclasia, pneumoperitoneum, pneumo- 
thorax, or thoracoplasty) in addition to streptomycin. 
One patient died after thoracoplasty and the ultimate 
outlook of the 11 who remain is now, as it was before the 
development of enteritis, entirely dependent upon the 
status of their pulmonary lesions. In 6 cases the outlook 
is frankly hopeless, but in the remaining 5 the control 
of enterocolitis by the use of streptomycin has removed 
one of the serious obstacles to possible eventual recovery. 
—[Authors’ summary.] 


822. Streptomycin in the Treatment of Tuberculous 
Pericarditis. (L’action de la streptomycine dans le 
traitement des péricardites tuberculeuses) 

J. Tapiez, J. LAporteE, —. PIneEL, and —. MONNIER. 
Presse Médicale (Pr. méd.] 58, 226-228, March 4, 1950. 
3 figs., 5 refs. 


The treatment with streptomycin of 5 cases of tuber- 
culous pericarditis is reported from the Service de 
Clinique Médicale at Toulouse. In the first case a male 
student of 24 with post-primary tuberculous pericarditis 
and bilateral pleural effusions was given 1-5 g. of strepto- 
mycin by intramuscular injection ‘in 4 divided doses daily 
for 5 weeks, and 100 mg. intrapleurally after aspiration 
on two occasions. Symptomatic improvement was 
considerable after 5 days. At the completion of treat- 
ment there was a slight effusion at the right base. A 
follow-up one year later showed no evidence of disease. 
In the second case, in a man of 20, the lesion was compli- 
cated by a large left-sided pleural effusion and hepato- 
megaly. He received similar doses of streptomycin 
intramuscularly for 2 months, aspiration of the pleura 
being performed on six occasions, followed each time by 
the introduction of 200 mg. of streptomycin. Resolution 
was progressive and complete. Six months later the 
patient remained in perfect health. 

Less dramatic results were obtained in the remaining 
cases, the first of which was in a man of 36 with poly- 
serocytis. He received in all 124 g. of streptomycin in 
two courses. The first, of 5 weeks’ duration, consisted 
of daily doses of 2 g. by intramuscular injection. The 
second, started after an interval of 3 months, lasted 


9 weeks, a similar dosage being given intramuscularly 
and 100 to 200 mg. being injected intraperitoneally once 
a week throughout. In spite of delay in starting treat- 
ment, the drug appeared to be beneficial. In a similar 
case, where constrictive pericarditis had developed 
before starting treatment, chemotherapy was ineffectual 
and the patient died, the diagnosis being confirmed at 
necropsy. The remaining case was that of a 44-year-old 
man with a haemorrhagic pericardial effusion who, 
16 years previously, had had a right apicolysis and 
phrenectomy. There was no x-ray evidence of active 
pulmonary disease. Streptomycin was given in divided 
intramuscular doses of 2 g. daily for 5 weeks. On four 
occasions the pericardium was aspirated and from 
200 to 500 mg. of streptomycin was injected. There was 
some improvement in the patient’s general condition 
but the effusion, hepatomegaly, and tachycardia persisted. 
The authors conclude that streptomycin is of particular 
value in post-primary pericardial effusion. The impor- 
tance of early treatment, and of intrapericardial injection 
in resistant cases, is stressed. Donough O' Brien 


823. The Diagnosis of Acute Haematogenous Tuber- 
culosis. (De diagnostiek van acute haematogene tuber- 
culose) 

C. VAN Beek, A. J. C. HAeEx, and A. Smit. Nederlandsch 
Tijdschrift voor Geneeskunde (Ned. Tijdschr. Geneesk.} 93, 
2708-2720, Aug. 6, 1949. 7 figs. 


Repeated aspiration biopsy of the liver was performed 
in 7 cases of tuberculosis. Periportal and pericentral 
miliary and submiliary tubercles without caseation were 
found, as in cases of Besnier—Boeck—Schaumann disease. 
When tubercles are found in the liver the diagnosis of 
haematogenous tuberculosis is made and streptomycin 
therapy is instituted. The tuberculogram of the liver is 
described forall cases. Sometimes the tubercles are of 
different ages; repeated examination often reveals a 
restoration or hyalinization of the tubercles. The 
pathogenesis of the tubercles is discussed. 

H. Vos (Excerpta Medica) 


824. The Effect of Thiosemicarbazone on Carbohydrate 
Metabolism. (Kohlenhydratstoffwechsel und  Thio- 
semicarbazon) 

W. Giricu. Arztliche Wochenschrift (Arztl. Wschr.] 5, 
70-72, Feb. 15, 1950. 2 figs., 3 refs. 


The side-effects of thiosemicarbazone on carbohydrate 
metabolism were studied by Staub’s method, wherein a 
blood sugar curve is plotted after two doses each of 
20 g. of glucose, the second being given 90 minutes after 
the first and blood sugar values determined for a 
further 3 hours. A positive Staub effect is one in which 
the maximum blood sugar level reached is higher after the 
second than after the first dose of glucose, whereas in 
normal individuals the second response is lower than the 
first. Ina group of 8 patients undergoing treatment with 
thiosemicarbazone a positive result was usually obtained 
after 40 to 60 days’ administration of a daily dose of 0-1 
to 0-25 g.: in one case there was a positive reaction 
after only 17 days. About one week after cessation of 
treatment the blood sugar curve returned to normal. 
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Glycosuria was not observed: the maximum rise in the 
blood sugar curve was 220 mg. per 100 ml. The Staub 
effect is interpreted as showing a deficiency in the islets of 
Langerhans (Domagk demonstrated hyperaemia and 
oedema of the pancreas in the cat after 7 days’ feeding 
with very large doses of thiosemicarbazone). 

The deduction drawn is that administration of thio- 
semicarbazone should be avoided in diabetic patients. 
It is inferred that under treatment with thiosemicarbazone 
there is a harmful action on the pancreas or the islets of 
Langerhans, and that due care should be taken in treating 
diabetics. R. Wien 


825. Sulphetrone Treatment of Pulmonary Tuberculosis. 
(Il recotrone nella cura della tubercolosi polmonare) 

G. BARDESONO. Minerva Medica [Minerva med., Torino] 
1, 313-319, Feb. 17, 1950. 8 figs. 


A series of 13 patients with pulmonary tuberculosis 
were treated with sulphetrone at the San Luigi Sanatorium 
in Turin. The object of the investigation was to assess 
the value of the Italian-made product (** recotrone ”’) in 
those types of case which British workers had suggested 
were most amenable to th.s form of chemotherapy. 
The patients selected were 2 with primary lesions, 6 with 
early infiltration or cavitation, 2 with primary pleural 
effusion, and 2 with empyema, one being intrapleural 
and one extrapleural. The initial dose varied between 
2 g. and 10 g. a day by mouth. The majority received 
3 to 4 g. daily in the first week, 6 to 8 g. in the second, 
9 to 10 g. in the third, and 12 g. daily in the fourth week. 
After 4 weeks treatment was stopped for a short time. 
Headache and nausea developed in 2 cases with a reduc- 
tion in blood alkali reserve for which sodium bicarbonate 
was given. In another case a mild haemolytic anaemia 
appeared and was treated with injections of vitamin-B 
complex. Iron was also given by injection on the grounds 
that sulphetrone forms an insoluble iron compound in 
the gut. Slight transient albuminuria was observed in 
4 other cases. 

Cure of the disease is claimed in all except 4 cases in 
the second group, in which there was only improvement. 
Progress was watched clinically and radiographically. 
There was a fallin the erythrocyte sedimentation rate, 
and a rise in the opsonic index for tubercle bacilli during 
treatment. A relative increase in the lymphocyte count 
and decrease in the eosinophil count was noted. The 
Mantoux reaction remained unchanged. Sputum con- 
version was obtained in 4 out of the 7 cases in which it was 
initially positive. 

[For the most part only clinical impressions are given; 
actual details and figures are few.] 

Donough O’Brien 


826. Experiments with Intravenous Sulphetrone. 
(Esperimenti col recotrone per via endovenosa) 

A. RaBINO. Minerva Medica [Minerva med., Torino] 1, 
319-321, Feb. 17, 1950. 


Sulphetrone in doses of 4 or 8 g. daily, divided into 
2 or 4 intravenous injections, was given to 14 patients 
with pulmonary tuberculosis at the San Luigi Sanatorium, 


in Turin. The drug was given in doses of 5 ml. of a 
40% solution, and treatment was continued 6 days a week 
for 4 months. It was omitted during menstruation. 
Excretion through the kidney was rapid and a high 
concentration in the blood was encouraged by restricting 
fluids. Alkalis were also given to counteract a tendency 
to acidosis. Toxic effects included headache, nausea, 
paraesthesiae, pruritus, and anaemia. The latter was 
characterized by a fall in the erythrocyte count, but no 
leucopenia. It was treated with transfusions of whole 
blood or serum and with injections of liver extract. 

In 3 cases of caseous bronchopneumonia and in 4 of 
advanced bilateral disease the treatment was of no 
benefit. Some improvement was claimed in 2 cases 
with early infiltrative lesions, one with recent cavitation, 
and 4 with primary effusion. These conclusions were 
based on regular physical examinations and weight 
checks, together with periodic chest radiographs, sputum 
examinations, and estimations of the erythrocyte sedi- 
mentation rate. It is suggested that the drug is of value as 
a bacteriostatic in cases of tuberculosis in which the 
infection is not overwhelming. 

[The exact nature of the cases chosen, the procedures, 
progress, and results are recorded with so little detail as 
to make the conclusions of small value.] 


Donough O’ Brien 


827. Massage of the Pleura. A Supplement to Pneumo- 
thorax Treatment. (Pleuramassage, eine Ergianzung der 
Pneumothoraxbehandlung) 

P. GOtzky. Zeitschrift fiir Tuberkulose [Z. Tuberk.] 
93, 301-304, 1949. 11 refs. 


The effect of pneumothorax is not purely mechanical. 
Continental workers have stressed the neuro-muscular 
and neuro-vascular reflex actions in the lung parenchyma 
following pleural irritation—pleuro-pulmonary reflexes. 
[Hoffstaedt, Acta tub. scand. 1947, 21, 169.] Such 
phenomena as “ selective collapse’, demarcation of a 
previously ill-defined cavity by pericavitary atelectasis 
after pneumothorax induction, and total or lobar atelec- 
tasis after thoracoscopy or cauterization exemplify active 
contraction atelectasis without bronchial stenosis or 
high intrapleural pressure. According to Sturm, artificial 
pneumothorax fails to close certain cavities in areas of 
severe tissue loss because the diseased parenchyma has 
lost its contractility while the adjacent ‘* hyperreactive ” 
tissue responds with massive atelectasis. The centrifugal 
pull of the latter keeps the cavity open. [Some such 
mechanism might explain why “ tension cavities ’’, after 
chemotherapy and restoration of bronchial drainage 
with diminution of their size, still remain open.] The 
author advances the theory that “‘ by frequent and 
intensive alteration of the intrapleural tension [pressure] 
a change of the muscular tone in the diseased area is 
effected via the pleuro-pulmonary reflexes ”’. 

He therefore tried to stimulate cavity closure—not 
effected by ordinary pneumothorax—by means of 
‘* pleural massage ”’, that is, repeated alternating collapse 
and re-expansion of the lung. During refills 300 to 
500 c.cm. of air is introduced and the same amount is 
immediately withdrawn. This pumping action is 
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repeated 2 or 3 times; eventually a routine refill is given. 
If this procedure is well tolerated, the ‘‘ massage” is 
carried out next time with 1,000 c.cm. of air. The intra- 
pleural pressure before and after “‘ massage” remained 
about the same. After the refill the degree of collapse 
did not change for weeks and refills became less and less 
frequently necessary. Even without a final refill after 
the “* massage ’’, the collapse remained unaltered without 
further refills over 6 weeks, where previously refills had 
to be given every 10 to 14 days. Except for small 
pleural effusions no undue side-effects were seen in the 
author’s small series. Bilateral artificial pneumothorax 
is no contraindication to this form of treatment. 

E. G. W. Hoffstaedt 


828. Significance of the Lymphatic System of the Lungs 
in Pneumothorax Therapy. (SHaueHue 
CHCTeMBI JIErKHX MHEBMOTOpaKCce) 

I. A. SHAKLEIN. Ty6epxynesa [Probl. 
Tuberk.| No. 1, 31-40, Jan.—Feb., 1950. 6 figs., 48 refs. 


The study of the results of treatment of pulmonary 
tuberculosis with compression pneumothorax has 
definitely proved that under compression the lung very 
quickly loses its elasticity on account of the growth of 
connective tissue within it. Under compression of the 
lung, exchange of gases is poor, the circulation in the 
lymphatics is upset, and therefore the caseous foci may 
become active. It is essential to produce an artificial 
pneumothorax with negative intrapleural pressure, since 
this helps to preserve the respiratory movements of the 
lung and indirectly also assists the function of the heart. 
In view of this it appears important to produce an 
artificial pneumothorax in the early stages of tuberculosis 
when there are no sclerotic changes and not to continue 
with the artificial pneumothorax treatment for many 
years as is often done. Decompression to end the 
pneumothorax should be carried out suddenly and not 
gradually, in order that when active respiratory move- 
ments are restored the pleural surfaces touch each other 
more or less simultaneously at all points and there is 
therefore less likelihood of adhesion formation. 

H. W. Swann 


829. Blood Transfusion in Treatment of Tuberculosis. 
KpOBH B KJIMHHKE NeroyHoro Ty6epKy- 
me3a) 

N. I. Bonpar, A. L. Bropsku, F. P. VERKHOVYKH, 
A. M. Voronov, A. L. GALPERIN, M. A. GIRILOVICH, 
P. M. Maksimov, and V. A. RAviCH-SHCHERBO. 
IIpo6nemst Ty6epxynesa [Probl. Tuberk.] No. 1, 3-14, 
Jan.—Feb., 1950. 2 figs., 3 refs. 


Much work has been done in the Soviet Union to 
prove that tuberculous patients are not allergic to human 
blood. It has also been proved that blood transfusions 
in these cases need not produce any general or local 
reactions whatsoever. The very severe reactions which 
were produced by transfusion at the beginning of the 
experiments have now been eliminated; it has been 
established that they were due to impurities and to lack 
of asepsis in the technique of administration. Trans- 
fusion cannot be regarded as a basic method of treatment 


but serves a subsidiary purpose: (a) as a haemostatic; 
(6) as a stimulator of the connective tissues; (c) as 
substitution therapy after great blood loss. Blood 
transfusion is also important as a preliminary to surgical 
intervention and in post-operative treatment. More 
work should be done on the desensitizing effect of blood 
transfusion in the presence of pleural reactions to 
treatment with artificial pneumothorax. The use of 
dry serum is advisable as a haemostatic agent. Blood 
transfusions are contraindicated in hopeless cases such as 
those of acute caseous pneumonia, acute haematogenous 
spread, and terminal exacerbations. H. W. Swann 


830. Apparent Decline in Tuberculous Infection among 
Household Associates of Sputum-positive Cases of 
Tuberculosis 

W. R. Ames and H. C. Mites. American Journal of 
Public Health [Amer. J. publ. Hlth] 40, 143-150, Feb. 
1950. 6 refs. 


Changes in the tuberculin status of 432 persons, house- 
hold contacts of sputum-positive cases of tuberculosis 
kept under observation by the Health Department of 
Cattarangus County, Olean, New York, between 1929 
and 1946 were analysed by the authors. A reduction of 
tuberculin-positive contacts was observed from 78-5% in 
1929-34 to 50-:9% in 1941-6. Association with advanced 
cases and prolonged exposure were shown to increase 
the number of tuberculin-positive contacts, whereas 
association with cases in the higher age groups (above 
55) produced smaller numbers of tuberculin-positive 
contacts. During the 18 years covered by the survey a 
steadily increasing number of sputum-positive cases has 
been diagnosed in the early stages of the disease, and 
delay in admission to hospital has been reduced. There 
has also been a shift in the age distribution of diagnosed 
cases, which in recent years have included far more 
elderly persons. The authors suggest that these changes 
have brought about the decline in the proportion of 
tuberculin-positive members in the households of patients 
with tuberculosis. W. G. Harding 


831. Tuberculosis of the Stomach and the Stomach in 
Tuberculosis. A Review with Particular Reference to 
Gross Pathology and Gastroscopic Diagnosis 

E. D. PALMER. American Review of Tuberculosis [Amer. 
Rev. Tuberc.} 61, 116-130, Jan., 1950. Bibliography. 


The author of this article has attempted, in a compre- 
hensive review of published work, to elucidate the rather 
rare condition of tuberculosis of the stomach and, as a 
separate task, to describe the usual state of that organ in 
tuberculous patients. As an example of the rarity of 
gastric tuberculosis he mentions that six groups of 
workers found only 117 cases in 20,585 necropsies on 
tuberculous patients. 

With regard to the cause of gastric tuberculosis, there 
are various theories, haematogenous infection being the 
most favoured, direct infection the least. The site of 
the lesions is most often the pylorus and the lesser curve. 
From the pathological viewpoint, the most typical lesion 


is 
su 
as 
ur 
in! 
ed 
be 
Al 
mi 
th 
th 
ca 
of 
au 
di: 
mi 
ou 
ne 
tu 
th 
the 
Fc 
pr 
th: 
be 
Al 
Al 
66 
| 83 
V. 
an 
[A 
Te! 
fer 
th 
H 
an 
ch 
pa 
fre 
tw 
pa 
th 
is 
M 
Be 
or 
af 
ac 
ty 
di 
pa 
tit 


=> 


ion 


TYPHOID 215 


is ulcerative, developing as the result of breakdown of a 
submucosal embolic focus. The ulcers are as numerous 
as the submucosal emboli are likely to be, have typically 
undermined edges (rugged, oedematous, and grossly 
inflamed) and often have discrete tubercles at their 
edges. Growth may continue indefinitely, or there may 
be cicatrization or fistulization and track formation. 
Another type, the hypertrophic, is characterized by sub- 
mucosal infiltration and annular thickening, usually at 
the pylorus; cicatrization is common. In contrast to 
this, the tumour type is more discrete and more likely to 
caseate. Co-existence of carcinoma and _ tuberculosis 
of the stomach is said to be relatively common. The 
author argues that gastroscopy should be employed in 
diagnosis and stresses four peculiarities: (1) the under- 
mined edge of the ulcer; (2) its typically serpiginous 
outline, with violaceous edges and often fistulous openings 
nearby; (3) the frequent occurrence of superficial 
tubercles; and (4) the fact that motility is disturbed less 
than it would be in a malignant lesion of similar extent. 

With regard to the stomach in tuberculous individuals, 
the characteristic feature is depression of secretion. 
Four groups of workers found 120 cases of atrophic or 
pre-atrophic gastritis among 218 subjects. It is thought 
that this condition may have a nutritional basis and might 
be partially reversed by dietary means. 

J. V. Hurford 


See also Sections Pharmacology and Therapeutics, 
Abstract 487; Radiology, Abstract 523; Pathology, 
Abstract 544; and Respiratory Disorders, Abstract 
664. 


TYPHOID 


832. Antimicrobial Therapy in Typhoid 

V. KNIGHT, F. R. SANCHEZ, A. R. SANCHEZ, S. SHULTZ, 
and W. McDermott. Archives of Internal Medicine 
[Arch. intern. Med.] 85, 44-82, Jan., 1950. 19 figs., 11 
refs. 


An investigation of the antibiotic treatment of typhoid 
fever was carried out jointly in Guadalajara, Mexico, by 
the University of Guadalajara and the New York 
Hospital-Cornell University Medical College. The 
antibiotics used were polymyxin B, aureomycin, and 
chloramphenicol (‘‘ chloromycetin’’). There were 50 
patients, 23 females and 27 males, and their ages ranged 
from infancy to young adulthood (one patient received 
two different courses of treatment). About half of the 
patients were treated in hospital and the remainder in 
their homes. The incidence of typhoid in Guadalajara 
is high, the peak occurring during the rainy season from 
May to October, with a fatality rate of about 10%. 
Because of the endemic nature of the disease it is found 
only between childhood and early adult life, and infection 
after the age of 35 is very rare. All the patients were 
acutely ill, and presented the characteristic picture of 
typhoid in varying degrees of severity. The clinical 
diagnosis was confirmed by blood culture in 80% of the 
patients and by demonstration of a rise in the antibody 
titre (Widal’s test) in the remainder, 


Polymyxin B was given intramuscularly to 4 patients 
in dosage varying from 1-4 to 13-3 mg. per kg. body 
weight daily for 1 to6 days. Administration was accom- 
panied by severe manifestations of toxicity, consisting of 
nephrotoxic changes, peripheral paraesthesiae, and sus- 
tained hypotension, culminating in a fatal issue in one 
case in which the patient died 75 minutes after receiving 
250 mg. of the antibiotic. The other 3 patients slowly 
recovered, polymyxin B having no demonstrable 
beneficial effect. 

Aureomycin was given orally to 34 patients, all acutely 
ill, having had the disease for 4 to 18 days before treat- 
ment. Thedosewas 15 to 500 mg. per kg. daily for periods 
of 6 to 10 days. Two patients died of intestinal compli- 
cations, but the remaining 32 patients made uncompli- 
cated recoveries, the duration of the fever after starting 
aureomycin therapy varying from 2 to 31 days. It was 
considered that treatment with aureomycin had little 
beneficial effect on the course of the disease in 18 of the 
34 cases (53%). Bacteraemia persisted in more than half 
of the patients for 2 to 4 days, but the average duration of 
fever in those who received aureomycin before the 
twelfth day of disease was shorter than in untreated 
patients. 

To 13 patients, the duration of whose illness ranged 
from 6 to 39 days, chloramphenicol was administered by 
mouth in 5 or 6 divided doses each day. The usual 
dosage was 100 mg. per kg. daily for the first 2 or 3 days 
and then 50 mg. per kg. for a period of 7 to 10 days, 
though in a few cases a smaller dosage was given. (No 
attempt was made to determine the minimum effective 
dose of choramphenicol, but it is suggested that a total 
daily dose of about 7 g. provided a satisfactory serum con- 
centration and rarely needs to be exceeded, whatever the 
patient’s weight. This dosage is necessary only while the 
patient remains acutely ill, and may be reduced to about 
One-quarter on the third or fourth day, when deferves- 
cence has occurred, so that for a 70-kg. patient about 
32 g. would be given over a period of 14 days.) All the 
patients receiving chloramphenicol recovered within 
72 hours, regardless of the severity or the duration of the 
infection, but there was a characteristic 48-hour lag 
period before the appearance of clinical improvement. It 
was thought that this might be associated with the time 
necessary for the removal of the significant quantities of 
endotoxin distributed throughout the body, since typhoid 
differs from certain other bacterial infections in producing 
a potent endotoxin. 

Chloramphenicol was thus found to be vastly superior 
to aureomycin in the treatment of typhoid fever, and 
since the activity of these two antibiotics is comparable 
in other susceptible infections it is suggested that in 
typhoid the difference is a qualitative rather than a 
quantitative one. It is pointed out that, to judge by the 
effects of the various streptomycin derivatives, sal- 
monellae are more sensitive than other bacteria to small 
changes in the structure of an antimicrobial agent. The 
inability to culture Salmonella typhi from the blood of 
patients receiving chloramphenicol was another feature 
in striking contrast to the persistence of bacteriaemia for 
3 or more days in patients receiving aureomycin. 

R. Wien 
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833. Complications of Chloramphenicol Treatment in 
100 Cases of Typhoid and Paratyphoid Fever. (Accidents 
du traitement des fiévres typhoides et paratyphoides par 
le chloramphenicol (chloromycétine). A propos d’une 
premiére statistique de 100 cas) 

P. J. Retry, R. Bastin, and P. TourRNIER. 
Bulletins et Mémoires de la Société Médicale de Passy 
(Bull. Mém. Soc. méd. Passy] 66, 85-96, Jan. 27—Feb. 3, 
1950. 


This important report deals with the treatment of 64 
cases of typhoid and 36 of paratyphoid B with chloram- 
phenicol. For the adult the original dose was 2 g., 
followed by 3 g. daily for 8 or 9 days: later the loading 
dose was 3 or 4 g. followed by 4 g. daily for 12 days. 
In infants an original dose of 1 g. was followed by 1:5 g. 
a day. There were 87 uncomplicated cases. Within 
12 to 24 hours of the start of treatment the temperature 
began to fall and in an average of 4 to 5 days it had 
reached normal. The shortest period required to reach 
normal was 2 days, the longest 12 days. Sometimes the 
temperature fell gradually; at other times there was a 
rapid pulse and low blood pressure. Headache dis- 
appeared in 2 or 3 days, sleep returned, and there was a 
general sense of well-being. Roseolar spots already 
present took 2 or 3 days to disappear, or chloram- 
phenicol might cause large numbers of fresh roseolar 
spots to appear. Splenomegaly took 3 or 4 days to 
disappear. The furred tongue was slow to clear and 
constipation often persisted for some days. The appe- 
tite, however, quickly became ravenous and the question 
of giving the patient more food is one which requires 
further study. When smaller doses were given stool 
cultures often remained positive for 3 weeks, but with 
larger doses it was only very rarely that the stools were 
positive for 6 or 8 weeks. The Widal reaction became 
negative rapidly: in 2 patients with positive blood 
cultures the Widal reaction never became positive, and in 
a third case the titre 4 weeks from the beginning of the 
illness was only 1 in 100. The leucopenia was not greatly 
modified by chloramphenicol, but the blood urea level 
fell quickly to normal. 

Relapses occurred in 15 cases. (True relapses with 
positive blood cultures are to be distinguished from a 
slight febrile attack with negative blood culture which 
is not uncommon a few days after the drug is stopped. 
One patient had two true relapses.) Splenomegaly may 
reappear together with roseolar spots and digestive 
symptoms. One relapse was associated with an aseptic 
pleurisy. The factors causing a relapse were insufficient 
dosage and too rapid return to a solid diet. When 
treatment was continued for 12 days relapses were rare. 

Chloramphenicol is of very low toxicity: however, it 
may cause intense bilious vomiting and some of these 
patients had stomatitis and glossitis. Two patients had 
a maculo-papular rash; a third had urticaria. Intestinal 
haemorrhage occurred in 7 cases, but in only one was it 
so severe as to necessitate blood transfusion. In only 
one patient was there perforation but 3 had phlebitis. 
A woman, after 5 days’ treatment, developed quite 
suddenly an aphasia, pains in the joints, and weakness in 
the right leg with an extensor plantar response: these 


symptoms passed off in half an hour. One patient 
developed parotitis, and 4 others mental symptoms with 
extreme restlessness and hallucinations within 24 to 
36 hours of starting treatment with chloramphenicol, 
In addition, 9 patients had encephalitis, and as 3 died it 
is considered that chloramphenicol has little effect on 


patients with encephalitis. Two patients developed 


jaundice very soon after beginning treatment, and here 
again chloramphenicol had very little action. In all there 
were 6 deaths in this series, 3 from encephalitis and 2 from 
cardiovascular collapse with rapid pulse coming on a 
few hours after the start of treatment. At necropsy the 
tissues failed to yield cultures of typhoid bacilli, but the 
character of the lesions suggested that there was an intense 
liberation of endotoxins. Similar lesions with vascular 
collapse were produced in guinea-pigs by injecting small 
doses of Salmonella paratyphi B into the ileocaecal 
nodes of guinea-pigs and then giving chloramphenicol. 
Guinea-pigs thus treated died in 18 to 24 hours with 
intense haemorrhage into the mesenteric lymph nodes: 
guinea-pigs given paratyphoid bacilli alone died in from 
8 to 10 days, whereas those given chloramphenicol alone 
showed no abnormal symptoms. It is suggested that 
the early death of the guinea-pigs was due to the liberation 
of endotoxin from the too rapid destruction of the bacilli 
by chloramphenicol. The dose of chloramphenicol in 
man should not, therefore, exceed 2 g. daily, but this 
dosage should be continued for 14 days, and, if necessary, 
a second course of the drug should be given after an 
interval. [A potent antiserum, in association with 
chloramphenicol, may be another method of avoiding 
the cardiovascular collapse associated with too rapid 
liberation of endotoxin.] G. M. Findlay 


834. Chloramphenicol in Typhoid Fever. (La chloro- 
micetina nelle infezioni tifoidee) 

C. A. Butraro and R. FRASCARELLI. Riforma Medica 
[Rif. med.] 64, 128-135, Feb. 4, 1950. 44 refs. 


835. Five Failures (Three Deaths) of Chloramphenicol 
Treatment of Severe Typhoid Fever. (Cing échecs, dont 
3 mortels, de la choromycétine dans le traitement de la 
fiévre typhoide grave) 

R. Dana, A. SEBAG, J. COHEN, and G. Borsont. Tunisie 
Médicale [Tunisie méd.] 3, 190-207, Feb., 1950. 2 figs. 


SPIROCHAETAL INFECTIONS 


836. Chemotherapy and Immunity in Leptospira 
canicola and L. icterohaemorrhagiae Infections 

K. F. MEYER and K. T. BRUNNER. Acta Tropica [Acta 
trop., Basel] 7, 1-18, 1950. Bibliography. 


The first human infection with Leptospira canicola, 
so-called canicola fever, was identified in Holland in 
1933; since then the disease has been described through- 
out Europe, Asia, and in North and South America, as 
well as the West Indies; it has not been described in 
Africa. Dogs which have recovered continue to pass 
leptospira in the urine for at least 18 months. Brunner 
(Californ. Vet., 1948, 1, 18) has shown that small doses 
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of penicillin may cure animals but allow them to become 
chronic carriers. Streptomycin, however, promptly 
cures dogs which are carriers if given in a daily dose of 
40 mg. per kg. for 3 days. Aureomycin is also very 
effective. The immunization of animals with inactivated 


leptospiral cultures was first begun by Inada et al. 


(J. exp. Med., 1916, 24, 485) and Noguchi (ibid., 1918, 
28, 561), and the authors’ own investigations are dis- 
cussed. Dependable immunization against L. ictero- 
haemorrhagiae requires relatively large doses of antigen, 
especially if two or more strains are concerned. On the 
other hand, comparatively small amounts of antigen give 
good protection against the homologous L. canicola but 
not against the heterologous L. icterohaemorrhagiae. 
Immunization of man with killed lyophilized avirulent 
L. canicola cultures caused a slight local reaction. 
G. M. Findlay 


837. Disturbances of the Plasma Protein Levels in 
Cases of Leptospirosis Icterohaemorrhagica. (La crasi 
proteica del plasma in ammalati di leptospirosi ittero- 
emorragica) 

L. ViGNATO and M. AustToni. Clinica Nuova [Clin. 
nuova] 10, 1-9, Jan. 7, 1950. 1 fig., 14 refs. 


The plasma protein picture was studied in 14 cases of 
Weil’s disease. The series included icteric and sub- 
icteric cases, some of which were mild, but the diagnosis 
was confirmed serologically and by animal inoculation in 
all instances. By studying the precipitation of the pro- 
teins on adding graduated concentrations of ammonium 
sulphate to the plasma, a series of values were obtained 
which are recorded graphically. The most important 
finding was an increase in the quantity, and an alteration 
in the properties, of the pseudoglobulin fraction. The 
estimation is not of value in diagnosis as the plasma 
changes develop only slowly, though once established 
they may persist for months after the disease has 
apparently ended. This fact is perhaps significant in that 
cases frequently show non-specific symptoms such as 
malaise for long periods after recovery, though no 
clinical signs can be demonstrated. 

The authors believe that the protein changes observed, 
as well as the azotaemia seen in the disease, are related 
to a general tissue upset and not solely to toxic hepato- 
renal damage. G. J. Cunningham 


838. Canicola Fever in Bristol. Clinical, Bacterio- 
logical, and Epidemiological Notes on Six Human Cases 
A. M. G. CAMPBELL, J. MACRAE, W. G. MANDERSON, 
K. C. SuMNER, and J. C. Broom. British Medical 
Journal (Brit. med. J.| 1, 336-340, Feb. 11, 1950. 21 refs. 


The authors describe 6 cases of canicola fever occurring 
in Bristol. The causal organism is Leptospira canicola, 
a parasite of dogs. It is of the same genus as Lepto- 
Spira icterohaemorrhagiae. Only 6 cases have previously 
been described in Britain, although the disease is prevalent 
in the Low Countries. 

The source of infection in the first 2 cases in this series 
was a puppy which was found to be a healthy carrier of 
L. canicola. In addition 10 of the 13 dogs belonging to 


the hutted community in which these 2 patients lived were 


serologically positive for L. canicola. The fourth patient 
was apparently infected while bathing in a stagnant 
river, presumably fouled with dogs’ urine, and the fifth 
and sixth cases were almost certainly infected from dogs. 

The clinical picture simulated that of either influenza or 
meningitis. The onset was sudden, with fever which 
lasted for a week or more and was accompanied by 
conjunctival injection, very severe headache, some neck 
rigidity, muscular pains, and signs of alimentary disorder. 
In 2 of the patients iridocyclitis developed. It would 
seem that ocular and nervous complications occur 
with relatively greater frequency than in Weil’s disease, 
although jaundice is less common. In the cases with 
meningeal signs there was ‘a moderate increase of cells 
in the cerebrospinal fluid, lymphocytes predominating; 
protein also was slightly increased with excess of globulin. 
The sera of all 6 patients agglutinated L. canicola in 
varying dilutions. All the patients made good recoveries, 
as is the rule in human beings. 

For the treatment of canicola fever no specific anti- 
serum is available and the sulphonamides are inactive. 
Penicillin, however, seems to exert a beneficial action in 
some cases. 

Canicola fever in dogs often takes a severe and rapidly 
fatal form, but early administration of penicillin is 
followed by dramatic clinical improvement. In cases 
coming under ‘treatment late, when L. canicola has 
established itself in the dog’s kidney tubules, administra- 
tion of streptomycin (40 mg. per kg. for 3 to 4 days) may 
eliminate the organisms completely. In addition there 
are milder forms, and there is also a healthy carrier state 
in which leptospira in large numbers may be shed in the 
urine for some months. In Glasgow and London some 
4% of dogs showed serological evidence of past infection 
and the incidence in Bristol may be at least as high. 

The conclusion is reached that although the disease 
has a low infectivity for man, dog-owners should be 
advised to take precautions when dealing with the dejecta 
of'sick animals and even of apparently healthy puppies. 

J. V. Armstrong 


839. Aureomycin in the Treatment of Yaws and Tropical 
Ulcer in Africa | 

O. Amporo and G. M. FinpLay. Nature [Nature] 165, 
398-399, March 11; 1950. 7 refs. 


Three West African children with florid secondary 
yaws were given six 250-mg. capsules of aureomycin 
orally daily for 7 days. In order to allay African 
suspicion of any treatment not involving an injection, 
2 mi. of saline was administered intramuscularly as a 
placebo on the occasion of each visit. 

Treponema pertenue was recoverable from the surface 
lesions up to the fifth day, by which time the lesions had 
begun to heal, being almost healed by the seventh day. 
The serum Kahn test, however, was still positive 6 weeks 
later. The action of aureomycin in infectious yaws is 
thus not considered to be as rapid as that of penicillin, 
although it has administrative advantages for the 
treatment of large numbers. 

Four other patients with tropical ulcers exuding foul- 
smelling pus which was teeming with spirochaetes and 
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fusiform bacilli were also treated with aureomycin 
orally, being given four to six 250-mg. capsules daily for 
4 to 7 days. Only lint soaked in distilled water was 
applied locally. Within 24 hours the numbers of 
organisms in the ulcers had markedly diminished, and the 
surrounding oedema was reduced in 48 hours with an 
almost complete absence of spirochaetes and fusiform 
bacilli; all lesions healed completely. R. R. Willcox 


PROTOZOAL INFECTIONS 


840. Experimental Malaria in Man. I. Physical 
Deterioration and Recovery 

A. HENSCHEL, H. L. Taytor, and A. Keys. Journal of 
Clinical Inyestigation [J. clin. Invest.] 29, 52-59, Jan., 
1950. 1 fig., 17 refs. 


The experiments described in this and the two follow- 
ing papers were carried out at the University of Minne- 
sota, Minneapolis, as part of an investigation into the 
metabolic effects of various “ stresses ’°—malaria, acute 
starvation, or semi-starvation—in healthy young men. 
Twelve volunteers (living in the laboratory for a year for 
the purpose of the various experiments) were infected 
with Plasmodium vivax by intravenous injection of 
trophozoites, and the attack was ended after 5 to 8 
paroxysms by giving quinine. Besides very frequent 
clinical examinations during the attack, observations 
were made for several weeks before and after it; those 
described in the present paper included blood examina- 
tions, respiratory determinations, estimations of the 
excretion-rate of 17-ketosteroids, and physical fitness 
tests with a treadmill and a tilt-table. Average results 
are tabulated. 

Some systems were rather severely affected, others 
apparently unaffected. On the fifth post-febrile day the 
blood haemoglobin concentration was 3-3 g. per 100 ml. 
(21:9% below normal), the pulse-rate response to a 
standard work test was increased by 10-3%, lactate and 
pyruvate concentrations in the blood were increased 
(the former more than the latter) both at rest and after 
exercise, and respiratory efficiency was diminished by 
22:5% and its recovery was slow. Physical fitness, 
tested on the treadmill from the 4th week after the attack, 
returned to normal only by the 8th week. The tilt-table 
test showed that the adaptability of the cardiovascular 
system to a change of posture was much diminished for 
about 10 days after the fever. The rate of excretion of 
17-ketosteroids in the urine was determined in 7 subjects; 
it decreased during the attack of malaria, but was normal 
again after 3 or 4 weeks. J. F. Corson 


841. Experimental Malaria in Man. II. Liver Function 
A. Keys, S. WELLS, F. W. HorrBauer, H. L. TAYLor, 
and A. Henscuet. Journal of Clinical Investigation 
[J. clin. Invest.] 29, 60-67, Jan., 1950. 1 fig., 31 refs. 


The results are given of tests of liver function in 
experimental benign tertian malaria in 12 volunteers 
(see Abstract 840). The tests included estimations of 
bilirubin in the plasma and of urobilinogen in the urine, 
the bromsulphalein excretion test, the cephalin-chole- 


sterol flocculation test, and the thymol turbidity reaction; 
the mean results are tabulated. No bilirubin was found 
in the urine, but urinary urobilinogen excretion increased 
progressively during the malarial attack, as also did the 
plasma bilirubin level, while the results of the other tests 
were increasingly abnormal. The authors consider that 
the increase in the plasma bilirubin content is due to 
destruction of haemoglobin rather than to impaired 
liver function.’ None of the test results could be related 
to the presence or absence of fever at the time of testing 
or to the total fever (degree-hours). J. F. Corson 


842. Experimental Malaria in Man. III. The Changes 
in the Electrocardiogram 

E. SIMONSON and A. Keys. Journal of Clinical Investiga- 
tion [J. clin. Invest.] 29, 68-71, Jan., 1950. 5 refs. 


Electrocardiograms with the three standard limb leads 
were taken in experimental benign tertian malaria in 
12 volunteers (see Abstract 840). They were re- 
corded on the tilt-table with the subject in the supine 
position and, during the Ist, Sth, and 10th minutes, in 
the supported upright (68-degree) position. Control 
records were made several months before the attack 
of malaria and the test records on the second day after 
termination of the attack and again 3 weeks later. 
Measurements were made of: the duration of P, QRS, 
P-R, and Q-T; the “ constant” Kor (Q-T divided by 
the square-root of R-R); the amplitude in each lead of 
P, QRS, and T; the sum of the amplitudes of QRS and 
T in the three leads (XQRS and =T); the ST segment; 
and the QRS and To axes. The heart sounds were 
recorded simultaneously. The results are shown in 
tables and their significance discussed. Changes were 
noted in either the supine or upright position in all the 
above items except the amplitude of P, the QRS interval, 
and Koy. On the second post-febrile day a significant 
decrease of Tz, was present in both positions, with 
inversion in the posture test in some cases. Some of the 
changes were still present after 3 weeks. Most of the 
differences from the control recordings were statistically 
highly significant, but were within the so-called ** normal” 
limits, which in some respects are very wide. 

J. F. Corson 


843. Treatment of Malaria in Children with Chloroquine 
T. L. NELSON and G. J. ConLtn. Pediatrics [Pediatrics] 
5, 224-227, Feb., 1950. 5 refs. 


844. Chemotherapy of Experimental Trypanosomiasis. 
I. Trypanocidal Activity of Certain bis-(2-Methyl-4- 
amino-6-quinolyl) Amides and Ethers 

F.C. Gosie. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.] 98, 49-61, Jan., 1950. 
1 fig., 16 refs. 


The trypanocidal activity of a series of quinaldine 
derivatives related to “ congasin ”’ and “* Bayer 7602 Ac”, 
has been studied. In 21 of the compounds examined, the 
bridge connecting the two 2-methyl-4-aminoquinoline 
groups was a straight- or branched-chain dicarboxylic 
acid amide; the remaining 2 were polymethylene glycol 
derivatives. All were tested against a wide range of 
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trypanosome infections in mice, rats, and rabbits, and 
against Leishmania infections in hamsters. 

Trypanosoma cruzi was inoculated into mice in the form 
of cultures, and doses of the drug under test were given 
intraperitoneally daily for 6 days, beginning 4 days after 
inoculation. None of the straight-chain derivatives was 
active and the ethers prolonged life only slightly, but the 
branched-chain derivatives all showed considerable 
activity. The most effective was the diallylmalonyl 
compound, identical with Bayer 7602 Ac. [also known 
as ““chagavlon’’]. The drug was most active when 
given early in the disease and in high concentration for 
ashort time. In an experiment on 3 dogs the number of 
trypanosomes in the blood was reduced, but the drug did 
not prevent the death of one of the 2 treated animals. 
The diallyl derivative was more active than compounds 
containing saturated groups, or branches of unequal 
chain length. It is suggested that the activity may be 
connected with the ratio of the weights of hydrogen in the 
two branches of the central chain, the optimum being 
5 to 5 as in the diallyl, ethyl-allyl and diethyl compounds, 
all of which show high activity. 

Trypanosomes of the 7. brucei group (T. brucei, 
T. gambiense, T. rhodesiense, T. hippicum, and T. equiper- 
dum) were then inoculated into mice in a suspension of 
infected rat blood and a single intraperitoneal dose of one 
of the drugs was given on the following day. In contrast 
to the results obtained with 7. cruzi, the straight-chain 
were more active than the branched-chain compounds 
The best were the carbamide, adipamide, and the di- and 
tetra-methylene glycol derivatives, which had activity of 
the same order as that of suramin, but were less active 
than stilbamidine. Similar curative action was observed 


-in rabbits infected with 7. brucei, hippicum, equiperdum, 


and 7. gambiense. A single intramuscular injection of 
100 mg. per kg. body weight of the adipamide derivative 
in sesame oil protected rabbits against inoculation with 
T. brucei up to 3 weeks after the dose. With 
T. rhodesiense survival time was prolonged, but no cures 
were effected. Only slight suppressive activity was shown 
against T. /ewisi and T. duttoni and no appreciable action 
against 7. congolense or Leishmania donovani by any 
of the compounds. L. G. Goodwin 


845. Congenital Toxoplasmosis 

W. G. Wy tie and H. J. W. FisHer. Quarterly Journal 
of Medicine (Quart. J. Med.] 19, 57-66, Jan., 1950. 
6 figs., 41 refs. 


846. Acute Diabetes After Kala-azar Treated with 
“ Diamidine ’’. (Diabete aigu aprés kala-azar traité par 
la diamidine) 

R. Craisse, J. Dr Matteo, R. Deurt, and P. M. DE 


’ TRAVERSE. Bulletins et Mémoires de la Société Médicale 


de Passy. [Bull. Mém. Soc. méd. Passy] 66, 153-159, 
Feb., 1950. 9 refs. 


In August, 1947, 10 months before developing kala- 
azar, the patient attended a scout jamboree near Pointois, 
where North Africans and Indians were present. She had 
never been outside France. She had two courses of 
pentamidine, amounting in all to 6-68 g. Shortly after- 


wards she developed acute diabetes with acidosis and 
early coma. The diabetes, it is suggested, was caused 
by the pentamidine. G. M. Findlay 


HELMINTH INFECTIONS 


847. Survival of Schistosoma mansoni in vitro 
O. A. Ross and E. BueDING. Proceedings of the Society 
for Experimental Biology and Medicine [Proc. Soc. exp. 
Biol., N. Y.] 73, 179-182, Feb., 1950. 10 refs. 


This work was performed with the object of obtaining 
knowledge of the nutritional and respiratory requirements 
of schistosomes by the study in vitro of Schistosoma 
mansoni. Several different media were employed for the 
purpose, including a chemically defined synthetic medium. 
[Reference must be made to the original for details of 


 this.] The worms lived for only 12 to 18 hours in this, 
_ compared with 14 to 18 days in whole horse serum. In 


an ultra-filtrate of serum the survival time was nearly as 
long (12 to 14 days) and this indicated that protein and 
other non-dialyzable components of serum were not of 
greatimportance. Addition of aqueous extract of muscle 
to the synthetic medium increased the survival time 
nearly to that obtaining with the ultra-filtrate, and a 
marked increase was also obtained by the addition of a 
purified fraction of protogen. The short survival time in 
the synthetic medium was due to nutritional deficiency 
rather than toxicity since addition of all the constituents, 
except sodium chloride, to serum ultra-filtrate did not 
shorten the survival time as normally experienced in the 
latter medium. 

The worms lived under completely anaerobic conditions 
for 5 days and complete inhibition of respiration induced 
by cyanide did not apparently interfere with their rate of 
aerobic and anaerobic glycolysis. O. D. Standen 


848. The Treatment of Manson’s Schistosomiasis with 
Anthiomaline, Ureastibamine, Neostibosan, and Stibanose. 
Report of a Two-year Follow-up 

F. HERNANDEZ Mora es, C. K. Pratt, J. O. GONZALEZ, 
and J. F. MALDONADO. Puerto Rico Journal of Public 
Health [Puerto Rico J. publ. Hith] 25, 310-313, March, 
1950. 6 refs. 


Four antimonial drugs, one trivalent (“* anthiomaline ”’) 
and three pentavalent (‘‘ ureastibamine’’, ‘* neosti- 
bosan’”’, and stibanose”’), were administered daily, 
during approximately 14 days, to four groups of patients 
passing large numbers of S. mansoni eggs in their stools. 
Toxic reactions occurred frequently during ureastibamine 
administration, one death taking place after the patient 
had received 5-030 g. of the drug. The other three 
drugs were fairly well tolerated. By the end of therapy, 
live or dead S. mansoni eggs had disappeared from the 
stools in only the group treated with anthiomaline. 
Monthly stool counts during a follow-up period of about 
one year showed live eggs in none of the anthiomaline- 
treated group; in 2 of the 14 treated with ureastibamine; 
in all but 2 of those receiving neostibosan; and in the 
12 treated with stibanose. Rectal biopsies performed 


once or twice per year for about 2 years after therapy did 
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not reveal live eggs in any of the group who had received 
anthiomaline, but such biopsies showed live eggs in three 
of the ureastibamine and neostibosan-treated groups, 
and in all of the patients treated with stibanose.— 
[Authors’ summary.] 


849. Plasma Cell Hyperplasia and Hyperglobulinemia 
in Trichinosis. The Duration of Larviposition 

J. R. CarTER. American Journal of Pathology [Amer. 
J. Path.) 25, 309-323, March, 1949. 6 figs., 29 refs. 


A 61-year-old male with a 4-month history of muscle 
pains was found at necropsy to-be heavily infested with 
Trichinella spiralis. Death was due to Staphylococcus 
aureus septicaemia, with pneumonia and meningitis. 
Living adult female worms were still present in the 
intestinal wall 120 days after the original infection. 
[The average duration of larviposition is generally 
considered to be about 40 days.] Reinfection during 
this period is considered very improbable. Diffuse 
plasma-cell hyperplasia with hyperglobulinaemia con- 
stituted the other unusual feature of this case. 

C. C. S. Pike 


850. Hetrazan (1-Diethylcarbamyl-4-methylpiperazine 
Hydrochloride) (Diethylcarbamazine) in the Treatment of 
Filariasis (Wuchereria bancrofti) 

T. K. RAMAN, B. RAMAMURTHY, and S. PINAKAPANI. 
Journal of the Indian Medical Association [J. Indian med. 
Ass.| 19, 163-172, Feb., 1950. 13 refs. 


Seven cases of Bancroftian filariasis were treated 
with “ hetrazan”’. The dose varied from 25 to 150 mg. 
(2-2 mg. per kg. body weight) three times daily for 21 days, 
except in one case which received treatment for 16 days. 
Two cases failed to show microfilariae in the peripheral 
blood stream after the patients had received a total of 
6:3 and 7:2 g. of hetrazan, while in the 5 others the 
numbers were greatly reduced. Epididymitis and 
orchitis disappeared and chyluria disappeared in one of 
2 cases. The toxic symptoms were mild except in one 
case where the headache was so pronounced that treat- 
ment was abandoned for 4 days. Headache was noted 
only in 3 cases, fever in 4. Those patients with testicular 
involvement had increased pain and tenderness in the 
testes for a few days. In the 4 patients with fever there 
was increase in body pains. [The cases do not appear 
to have been followed up.] G. M. Findlay 


851. The Role of Hetrazan in the Control of Filariasis 
bancrofti 

J. F. MALDONADO, F. HERNANDEZ MorALes, F. VELEZ 
HERRERA, and C. J. THiLLtet. Puerto Rico Journal of 
Public Health [Puerto Rico J. publ. Hlth] 25, 291-299, 
March, 1950. 4 refs. 


The effect of “hetrazan” in the treatment of 
Wuchereria bancrofti infections was studied at an isolated 
government-supported home for boys aged 7 to 18 years, 
No anti-mosquito measures of any kind were practised 
and biting was practically unlimited. At the beginning 
of the survey, examination of thick blood smears showed 
31 of the 297 inmates (boys and staff) to be harbouring 


microfilariae. The intensity of infection ranged from 
less than 1 to 281 microfilariae in 20 c.mm. of blood 
(average 37-3). The incidence of infected mosquitoes 
(Culex quinquefasciatus), trapped in all parts of the 
institution, ranged from 3-8 to 34-6% (average 14-7%). 
Hetrazan was given to 30 infected patients, a dose of 
2 mg. per kg. body weight being given three times a day 
at meal times, and distributed by the monitors in charge 
of the boys. At the end of a 21-day course 26 boys were 
free from microfilariae; in a few of these relapse [or 
re-infection] occurred, but the infection did not reach the 
initial level of intensity during the following year. 

Six boys were given 7 days’ treatment only; in 4 cases 
blood became negative one month later, and in one it 
became negative in 5S months; one boy required a second 
course of the drug. Treatment of the human cases 
brought about a great reduction in the proportion of 
infected mosquitoes. The arrival at the home of new 
infected boys was reflected in an immediate increase in 
the number of infected mosquitoes trapped. Complete 
eradication of the infection was not achieved because of 
the introduction of new cases and because of the poor 
co-operation of some of the boys. 

The authors consider that better results might be 
attained if the treatment were given to the entire popula- 
tion at risk, and for periods of more than one week. 

L. G. Goodwin 


OTHER INFECTIONS 


852. Studies of Rheumatic Fever. Comparative Value 
of the Weltmann Serocoagulation Reaction and _ the 
Sedimentation Rate (Cutler) in Determining Activity of the 
Rheumatic Process 

H. G. NELSON and J. R. Seat. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 35, 220-236, 
Feb., 1950. 4 figs., 7 refs. 


An analysis was made of 400 cases of rheumatic fever 
during convalescence, the patients being men between 
the ages of 18 and 25 at an American Naval Hospital. 
Full clinical reports in a standard form were rendered 
weekly by the ward medical officer, an attempt being 
made so far as possible to avoid bias from the previous 
week’s laboratory findings. A series of estimations of 
the Weltmann reaction (coagulation of the patient’s 
serum when incubated with differing concentrations 
of calcium chloride solution) and the Cutler erythrocyte 
sedimentation rate (E.S.R.) were made in each case; 
only those cases with more than four estimations of each 
were included in this series. A total of 2,552 estimations 
of each test were performed. 

Of the 400 cases 50 showed clinical activity of the 
rheumatic process during the initial period of convales- 
cence. The results of the Weltmann test showed agree- 
ment with the clinical opinion in 60°% of the estimations 
performed, and the E.S.R. agreed with the clinical 


findings in 70%. Many of the discrepancies observed _ 


were confined to the results of tests on only 4 patients; 
when these were allowed for, the correlations became 
93% and 90% respectively. When the disease became 
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clinically inactive in these 46 patients, there was correla- 
tion with the Weltmann reaction in 99% of estimations 
and the E.S.R. in 93%. Of the 350 cases without clinical 
activity there was correlation in 98-1% of Weltmann 
reactions and in 85-9% of E.S.R. estimations. 

Statistical analysis of these figures proved that a dis- 
proportionately large number of those estimations of 
the E.S.R. showing a discrepancy were confined to a few 
patients. When 22 patients with four or more abnormal 
readings of the E.S.R. were excluded the correlation 
became 92:2%. No persistent discrepancies with the 
Weltmann reaction were noted. 

The authors conclude that the Weltmann reaction is of 
great value in the assessment of activity of the rheumatic 
process, especially when there is no correlation between 
the E.S.R. and the clinical opinion. 

[It is perhaps unfortunate that the authors have used 
as one of their yardsticks their own modification of the 
Cutler technique, the test they describe being almost 
a Westergren reaction performed in a Cutler tube. 
Workers using the Wintrobe technique have found a much 
higher correlation between the clinical activity and the 
erythrocyte sedimentation rate.] A. Michael Davies 


See also Section Pharmacology and Therapeutics, 
Abstract 469. 


853. Aureomycin in Infectious Mononucleosis 

M. H. Serrert, V. L. CHANDLER, and W. VAN WINKLE. 
Journal of the American Medical Association [J. Amer. 
med. Ass.| 142, 1133-1136, April 15, 1950. 8 refs. 


A controlled study of 47 cases of infectious mono- 
nucleosis is presented in which the efficacy of aureomycin 
as compared to a placebo was examined by a “ blind 
test”? technic. In a group of 26 patients in whom the 
clinical picture, blood smear, and results of heterophil 
agglutination tests were considered diagnostic, the 
frequency of favourable response to aureomycin and to 
the placebo was that which would be expected by chance. 
In a second group of 21 patients in whom the clinical 
picture and blood smear were considered diagnostic for 
infectious mononucleosis but in whom the heterophil 
agglutination test was equivocal or negative, similar 
results were obtained. In the first group, 17 of 26 
patients had cold agglutinin titers of 1 : 32 or higher 
without physical observations or symptoms suggesting 
the presence of atypical primary pneumonia, thus casting 
some doubt on the specificity of the test. 

Toxic effects, principally nausea, vomiting, diarrhoea, 
and burning of the rectum were observed in 69% of the 
patients receiving aureomycin. It should be mentioned, 
however, that an extensive clinical experience with 
aureomycin from the same source in recent months 
demonstrates much less toxic effect from the more highly 
purified product. No patients receiving the placebo had 
side effects. Contrary to general impression, infectious 
mononucleosis may occur at any age, and 19 of the 47 
patients were 35 years of age or older. The oldest 
patient was 59, and 8 were under 12 years of age. 

The duration and severity of infectious mononucleosis 
are extremely variable, and in order to evaluate the 
effectiveness of a proposed therapeutic agent in this 


disease it is imperative that an adequate control series be 
studied simultaneously.—[Authors’ summary.] 


854. Clinical Observations on Infectious Mononucleosis 
in Adults. (Klinische Beobachtungen iiber das 
Pfeiffersche Driisenfieber beim Erwachsenen) 
G. Miter. Zeitschrift fiir Klinische Medizin [Z. klin. 
Med.] 146, 1-27, 1950. 2 figs., bibliography. 


From the Medical Clinic, Bremen, the author discusses 
at some length all that is at present known about glandular 
fever (Pfeiffer’s disease). After an exhaustive historical 
résumé extending from the initial description given by 
Pfeiffer in 1889 to the present time, with particular 
reference to the angiose form (which appears to have 
become much more frequent of late), he proceeds to a 
minute description of the clinical and pathological 
findings in 37 cases observed by him in 1948. It is 
pointed out that the faucial angina, which may be difficult 
to distinguish from that of diphtheria, is due to hyper- 
plasia of the lymphoid tissue of the pharynx, and that 
there is no one type of lesion which can be regarded as 
pathognomonic of glandular fever. 

Points of interest from this long paper which may, 
perhaps, not be generally familiar even to experts in this 
field may be summarized as follows: (1) Initial 
symptoms may occur for at least a week before the 
characteristic enlargement of lymph nodes takes place. 
(2) Splenic enlargement is likely to be gross in about 
half the cases and some degree will be present in at least 
two-thirds. (3) Changes in the leucocyte count are not 
accompanied by an anaemia, any alteration in the 
erythrocytes being quite rare in glandular fever. (4) The 
Paul—Bunnell reaction may be positive as early as the 
fourth day of the disease and is likely to become negative 
aftera month. [This finding is not the rule in the type of 
case at present prevalent in London.] (5) The sternal 
marrow shows a shift of myeloid cells towards the 
immature side, but there is no noticeable increase in 
plasma cells. From this it is deduced that changes 
observed in the peripheral blood are due to metaplasia 
originating in lymphoid tissue and not to an alteration 
in the haematopoietic powers of the marrow; glandular 
fever is not a blood disease. (6) The administration of 
sulphonamides, or antibiotics is without benefit. (7) 
Much difficulty may be encountered in distinguishing 
the angina of glandular fever from that of diphtheria, 
especially when, as not infrequently happens, diphtheria 
bacilli are present in the fauces. [Many cases of 
glandular fever are in fact sent into fever hospitals as 
diphtheria.] As distinguishing features, the author 
mentions absence of the typical diphtheritic foetor, and 
the characteristic lumpy lymph-node enlargement as 
contrasted with the toxic oedema (bull-neck) of 
diphtheria. (8) Return to normal is stated to be 
rapid [an observation not confirmed in Great Britain] 
and the prognosis uniformly good. 

[Only a selection of points has been made from an 
elaborate clinical paper which seems to give the most 
complete account of glandular fever at present available, 
though it contains nothing which could rank as a new 
discovery.] Jos. B. Ellison 
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855. The Popular Cult of Saints Cosmas and Damian 
(Le culte populaire de Saint Céme et Saint Damien) 

R. VAULTIER. Presse Médicale [Pr. méd.] 57, 1242-1244, 
Dec. 25, 1949. 6 figs. 


There are numerous accounts of the lives and icono- 
graphy of Cosmas and Damian, the patron saints of 
medicine—the most important of which is the thesis of 
Vergnet-Ruiz—but the place which they hold in popular 
tradition has been ignored, although the number and 
variety of their representations in country churches in 
France testify to the great appeal which they have for 
the peasant. Their earliest monument is the fifth- 
century monastery of St. Germain d’Auxerre. Personal 
relics of the saints were deposited by Gregory of Tours 
in the church of St. Martin of Tours, which probably 
accounts for the strength of their cult in that region. 
The collegiate church at Luzarch contained parts of the 
saints’ bodies given to John of Beaumont by Pope 
Alexander III, and was for long the centre of a medical 
pilgrimage. Some of the pilgrims’ medallions, bearing 
the figures of the saints, still survive. Medieval 
Normandy, noted for the number and importance of 
its charities, placed many of them under the patronage 
of SS. Cosmas and Damian, who are everywhere com- 
memorated in sculpture, stained glass, and richly 
embroidered banners. Even to-day mothers frequently 
pray to them on behalf of their children when they are 
attacked by certain diseases. In Calvados, near Caen, 
they were the patrons of a religious confraternity which 
held an annual feast in their honour, and there are 
records of the performance of a mystery play of which 
they were the subjects at Evreux in 1451. In the 
department of Seine-Inférieure an annual pilgrimage 
persisted until less than a century ago. 

In Brittany peasants still pray to the saints for the 
health of their cattle, and the numerous statues, mostly 
dating from the sixteenth century, indicate their past 
popularity. In May, 1676, a healing shrine was estab- 
lished in an old chapel at Loctudy, near Quimper, after 
scores of peasants had testified to miraculous cures of 
erysipelas, paralysis, blindness, fevers, and affections of 
the throat. A chapel built in 1860 on the same site still 
carries the “ pardon” granted by the Church in 1676, 
and on the third Sunday of September the statue of 
St. Cosmas is taken from the chapel by the peasants and 
placed in a niche above the healing spring. Up to 
20 years ago at Naizin (Morbihan) mothers still invoked 
the intervention of the saints for children suffering from 
enuresis. 

Chartres is particularly rich in memorials of the saints, 
and those which were removed when the old Hétel Dieu 
was demolished during the Second Empire are now 
preserved in the archaeological museum there. In 
Paris there is a church bearing their name; built by the 
priests of St. Germain-des-Prés, it is on the corner 


of the rue Racine and the Boulevard Saint-Michel, 
On the Céte d’Or, the help of St. Damian is invoked for 
cramp in horses, and in the Bordeaux region is a spring 
dedicated to St. Cosmas, the water of which cures 
gastric disorders. In addition, there are scattered 
throughout France numerous popular woodcuts and 
prints of the two saints, and much more material awaits 
the investigator. 

[The illustrations, some in colour, are exceptionally 
good. In reproducing hitherto unpublished or little 
known representations of the two saints the writer has 
made an important contribution to their iconography.] 

R F. N. L. Poynter 


856. The Plague of Athens 
J.F.D.SHRewssury. Bulletin of the History of Medicine 
[Bull. Hist. Med.] 24, 1-25, Jan.—Feb., 1950. 37 refs. 


The so-called “ plague’? which devastated Athens 
in 430 B.c. and exercised a dominant influence upon the 
outcome of that long struggle known as the Peloponnesian 
War has provided a problem for many a historian of 
medicine. Was it typhus fever, as many writers affirm? 
Was it smallpox, or true plague, as others would have us 
believe ? Or was it, as the present author argues, a 
virulent outbreak of measles in the “* virgin ”’ soil of an 
unprotected population, appearing as a disease hitherto 
unknown ? Our chief source of information is the 
graphic account of Thucydides who, though not a 
medical man, observed the epidemic closely and was 
himself a sufferer. Quoting from Jowett’s translation, 
the author stresses the fact that there was no previous 
record of such a pestilence and that the physicians found 
themselves helpless. He does not think that the use of 
the word “* pustule ”’ should favour a diagnosis of small- 
pox, since the term was applied to any eruption. Zinsser, 
Crawford, and others believe that the plague of Athens 
was smallpox, while Haeser and, in modern times, 
MacArthur, regarded it as typhus fever. The present 
author picks out from the description by Thucydides one 
invariable symptom, and applies it to the various views 
which have been advanced. That symptom was the 
burning heat of the body, which repeatedly caused 
sufferers to plunge themselves into cold water. He 
writes, “‘ I have not found a single mention of any small- 
pox patient deliberately throwing himself into cold 
water’’. As an historical parallel, he mentions that 
Prescott found Mexico City ravaged by smallpox and, 
although the city was built on a lake, no sufferer appeared 
to have entered the water. So much for smallpox; as 
for typhus, a louse-borne disease, this was unlikely in so 
cleanly a race as the Greeks. Some say that it was true 
plague, but there is no evidence of the existence of rats 
in the Athens of that day. 

Returning to his main criterion, the desire for coolness 
on the part of the sufferers, the author compares the 
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plague of Athens to the outbreaks of measles at Oxford in 
the sixteenth century and in Fiji during the °90s of last 
century. Of the former, Wood states that “ patients 
call for drink, entreat bystanders to throw water on them, 
and when possible leap headlong into deep waters ’”’. 
The Fijian epidemic of measles in 1893 was marked by 
“intolerable sensation*of internal heat’’, and a high 
mortality. The author adds a personal observation of 
measles in his own two children, who were continually 
hot and thirsty, and could be prevented only with difficulty 
from throwing off the bedclothes. [Whether we agree or 
not with all his deductions from the existing evidence, we 
cannot but acknowledge that this author has made out a 
good case for the diagnosis of measles as a solution to the 
problem of the plague of Athens.] Douglas Guthrie 


857. Notes on the Saint Louis Hospital in 1861. (Notes 
sur I’hépital Saint-Louis en 1861 ) 

E.Baupot. Annales de Dermatologie et de Syphiligraphie 
(Ann. Derm. Syph., Paris| 10, 36-45, Jan.—Feb., 1950. 
5 figs. 


A report of a conversation between Dr. Jean 
Lacassagne and the author (1834-1922) in the year 1921. 
A most interesting account is given of the working of the 
hospital a century ago with portraits of the five derma- 
tologists of that time, Devergie, Gibert, Cazenave, Bazin, 
and Hardy. James Marshall 


858. The History of Cosmetics. (Zur Geschichte der 
Kosmetik) 

P. JANSON. Zeitschrift fiir Haut- und Geschlechts- 
krankheiten |Z. Haut- u GeschlKr] 19, 125-132, Feb. 15, 
1950. 


The word cosmetic is connected with Kosmos (order or 
harmony). In the Ancient World the cosmetic art was 
a part of personal hygiene and reached a high level with 
the ancient Egyptians. This was probably due to the 
influence of climate, the heat necessitating personal 
cleanliness to avoid the disagreeable odour of perspira- 
tion and the soiling of the light white clothing generally 
worn. Oils and perfumes were therefore used from a 
very early date. Hairdressing and shaving were also 
common among the Egyptians, and the coiffure, especially 
of women, was assisted or entirely replaced by wigs. 
Painted and polished fingernails and toenails were as 
fashionable then as they are to-day and many instruments 
for cosmetic use have been found by archaeologists. 
The use of colours to improve the appearance of the eyes 
was only developed later in the Egyptian period, but 
malachite green was placed under the eyelid, perhaps as a 
prophylactic measure against the prevalent trachoma. 

According to Pliny the art of perfumery was brought to 
a high degree of skill in ancient Persia, and the Greeks, 
who excelled in personal hygiene, made full use of all the 
cosmetic knowledge of the Egyptians. 

Nowhere in the Ancient World was the art of cosmetics 
so perfected and widely used as in Rome, and a great 
number of our practices and products can be traced back 
to the Romans. It was thought of sufficient importance 
to find a place in medical literature and there is much 
information on the subject to be found in Galen’s 


De compositione medicamentorum secundum locos and in 
other writings of the period. 

Much of this knowledge was lost in the Middle Ages, 
when the care of the body was often neglected. In the 
15th and 16th centuries it was considerably revived, 
perhaps as a consequence of the ravages of syphilis and of 
the growing importance of the royal courts and 
“ society’; in the 17th century, at the court of 
Louis XIV, every trick of the cosmetic art was fully 
exploited by both men and women. 

The greatest advance in modern times has been the wide | 
diffusion of ** soap and water’’, the private bathroom, 
and the public bath, which have become an index of the 
culture of any community. With the popularization of 
personal cleanliness an attitude has developed towards 
cosmetics such as was held by the Romans and ancient 
Egyptians, and they have become an important aid to 
the dermatologist in his treatment of many skin 
conditions. F. N. L. Poynter 


859. Pelletier and Caventou and the Discovery of 
Quinine. (Pelletier et Caventou et la découverte de la 
quinine) 

R. Fasre. Revue du Paludisme [Rev. Palud.] 8, 2-11, 
Jan. 15, 1950. 


To appreciate the achievements of Pelletier and 
Caventou in organic chemistry it should be remembered 
that it was currently believed, even by great chemists 
such as Vauquelin, that the active principles of plants 
were either acid or neutral and that there were no plant 
alkaloids. Although Serturner had already isolated 
morphine. he did not recognize its chemical nature and 
Pelletier’s intellectual achievement consisted in breaking 
away from current concepts; he made it his life work to 
seek out and isolate as far as possible the active principles 
in the numerous vegetable products then used in thera- 
peutics. 

Born in Paris on March 22, 1788, Joseph Pelletier was 
the son of a well-known professor of chemistry and was 
trained to follow his father’s profession, not in the spirit 
of filial duty but with active zeal and a genuine talent. 
A professor at the Ecole de Pharmacie at the age of 26, 
he soon became known as a brilliant lecturer. While 
still in his twenties he did pioneer work on gum resins 
and chlorophyll (which he named) and collaborated with 
Magendie in work ‘on ipecacuanha. With his pupil 
J. B. Dumas he discussed plant alkaloids for the first 
time, and then with another pupil, Caventou, went on 
to carry out a brilliant series of researches which included 
the isolation of strychnine from nux vomica and of 
caffeine, and culminated in the discovery of quinine. 

Joseph Bienaimé Caventou, his partner in the discovery, 
was the son of a pharmacist at St. Omer, where he was 
born on June 30, 1795. He was working in Paris as a 
young interne in pharmacy when Pelletier asked him to 
join him in his laboratory. The first fruits of their 
collaboration was the isolation of strychnine in 1818. 
In September, 1820, they announced as a result of their 
work on cinchona bark the discovery of sulphate of 
quinine. They gave the greatest possible publicity to 
their analysis and methods and within a few months 
commercial production was’ started. Its value was 
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immediately recognized and the discovery was reported 
- to the Académie des Sciences by Magendie, Double, and 
Chomel as of the first importance, worthy of the cele- 
brated Prix Montyon which was soon awarded to the 
discoverers. In their report they acknowledged the 
work already done on cinchona by Fourcroy, Vauquelin, 
Reuss Pfaff, and Lauber, and especially by Gomes of 
Lisbon, who had already isolated from the bark a crystal- 
line substance which he called cinchonin. It was while 
trying to break down and resynthesize cinchonin that 
Pelletier and Caventou discovered quinine, the properties 
of which were immensely superior to those of cinchonin. 

The discovery brought immediate fame to both men. 
Pelletier was a member of the committee formed to 
re-found the Académie de Médecine and Caventou was 
among the first of the new members. On being appointed 
Vice-director of the Ecole de Pharmacie, Pelletier, who 
had already established the teaching of mineralogy 
in the school, appointed Caventou professor. In 1826 
the latter established the first course in organic chemistry 
to be given in Paris. This was so successful that 
Caventou was invited to take the chair of toxicology and 
this he held for 30 years. Pelletier died on July 20, 
1842, at the age of 54. Three years later Caventou 
became President of the Académie; he retired from active 
work in 1860, but continued as Professor Emeritus to 
influence the course of teaching and research in the 
Ecole de Pharmacie until 1874, when he suffered a 
cerebral haemorrhage. He died in May, 1877, at the 
age of 84. 

[This account of his two great predecessors was written 
by the doyen of the Faculté de Pharmacie in Paris in 
connexion with the launching of an appeal to replace the 
statue of Pelletier and Caventou formerly in the 
Boulevard Saint-Michel and removed by the Germans 
during the occupation and melted down for metal.] 

F. N. L. Poynter 


860. A History of the Doctrine of Cerebral Localization. 
Sources, Anticipations, and Basic Reasoning 

W. Riese and E. C. Horr. Journal of the History of 
Medicine [J. Hist. Med.| 5, 50-71, Winter, 1950. 17 refs. 


The authors begin by referring to the former close 
relationship of philosophy and medicine, a partnership 
which must be borne in mind as we trace the doctrine of 
cerebral localization. Early Greek philosophers were 
content to relate nervous functions, or ‘* the soul ”’, to 
the brain as a whole, and this global conception held the 
field until the time of Descartes. His was the first 
planned attempt to relate the soul to a distinct region of 
the brain, and he singled out the pineal gland as its local 
residence. Among the reasons which influenced this 
choice was the fact that this organ is single and could 
control both sides of the body. The writers discuss at 
some length the views of Descartes upon the seat of 
memory. He did not attempt to enunciate a doctrine 
of localization of functions. Descartes believed that 
body and soul were separate, but were both controlled 
by the “soul”. The famous controversy between 
Descartes and Gassendi is discussed, the latter objecting 
that Descartes had placed the soul * outside of itself ”’ 
by locating it in a definite part of the body. 


Kant was the next philosopher to approach the 
problem. He wrote to Soemmerring in 1795: *‘* Where 
I feel, lam. My soul is everywhere in my body.” This 
was the first step towards a rational doctrine of cerebral 
localization. Under the influence of nineteenth century 
materialism it became unthinkable to admit of any basic 
mental process not related to a well-defined area of the 
brain. Henri Bergson had the courage to affirm that 
there was more thought in man than could be harboured 
by the brain, and Lange was the first to distinguish 
between localization of functions and localization of 
symptoms. The fact that functional deficiency results 
from a lesion of a given region does not prove that the 
undisturbed function has its seat in the same region. 
Hughlings Jackson, setting aside the psychic part, 
formulated a doctrine of cerebral localization on purely 
physiological grounds. Bergson, however, continued to 
affirm that thought was not wholly determined by the 
brain. The relationship between brain and thought 
was really a very complex matter. Only what could be 
expressed in terms of movement could be related to the 
brain. The French philosopher agreed with the majority 
of neurologists who considered that localization should 
apply only to physiological, not to psychic, processes. 

The recurring problem of omnipresence versus local 
residence was next discussed by Pfliiger, whose concep- 
tion of a “ spinai soul”’ referred to the fact that “ the 
existence of consciousness in others is only an inference 
from our Own experience; we are inclined to attribute to 
consciousness such actions as necessarily imply distinct 
sensation and intelligent action on our part ’’. Reactions 
of lower species simulating “* intelligent ’’ actions need 
not be attributed to a “* soul ’’, but our own soul must be 
used as a principle of interpretation in the analysis of the 
behaviour of other living beings. Integrative action 
cannot be denied to the most elementary product of 
organized nature. Reflex activity, as Sherrington has 
shown, can no longer be basically opposed to intelligent 
or voluntary action. In modern terms, the idea of the 
** soul ’’ may be retained as integrative action to which a 
** seat’? is denied, as integration is inherent in all living 
tissues. Douglas Guthrie 


861. The History of the Discovery of the Causative 
Organism of Soft Sore. (K uctopHu oTKpbITHsA Bo3by- 
MArKOrO WaHKpa) 

Vv. Y. ARNTYUNOV, I. M. IsMaAiL-ZApDE, and A. Y. 
VARTAPETOV. BecTHHk Bexeponorunu u [lepmatoncruu 
(Vestn. Vener. Derm.| No. 1, 31-34, Jan.—Feb., 1950. 


It is incorrect to suppose that Ducrey discovered the 
bacillus responsible for chancroid. This micro-organism 
was first described as a streptobacillus in 1877 by Pro- 
fessor Oscar V. Petersen, a Russian scientist, two years 
before Ducrey’s publication. The bacillus was first 
obtained in pure culture by two other Russian scientists, 
Istamanov and Akopyants, who employed as culture 
medium human skin, agar-agar, and water. Their 
results were communicated to the Medical Society of the 
Caucasus in 1897, a year before the work of the 
French microbiologist, Lenglet, was published. 

S. S. B. Gilder 
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